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The sum total of evidence linking smoking to cancer 
of the respiratory tract is based upon different types of 
evidence: presumptive, epidemiological, pathological, 
animal, and chemical. All of the evidence so far 
established demonstrates smoking to be a carcinogenic 
factor. It is now our task to bring the problem posed 
by this association to a successful solution. The present 
report represents an evaluation of the contributions that 
laboratory research is making in this field. 

The importance of laboratory work is not to prove 
that smoking is a cause of cancer in man. Such proof 
can only come from human epidemiological investiga- 
tion. Laboratory research can, however, contribute 
to, and give a logical explanation for, the human 
findings. Just as an animal experiment cannot disprove 
that a given factor causes cancer in man because of 
possible species differences, so, by itself, an experiment 
cannot prove a given agent to be carcinogenic to man. 
It is primarily as a corollary to the human findings that 
the animal experiment has its significance. The basic 
tasks of laboratory research, which are of a biological 
and chemical nature, are to identify the specific agents 
in a given product that produces cancer and to devise 
ways and means whereby such agents can be reduced or 
removed. In so doing, we can only assume that the 
agents responsible for the activity in animals are also 
responsible for the human activity. In view of the many 
similarities established for tumour growth in animals 
and man, such an assumption, though it cannot be 
proved, stands on a firm foundation. 

Most cancer researchers would surely agree that once 
a carcinogen has been identified in a given material 
suspected to be active for man and proved to be active 
for animal tissue, particularly when this is demonstrated 
for several species of animals, such an agent should, 
if at all possible, be reduced or eliminated from man’s 
environment. It is along these lines that laboratory 
research, as it applies to the tobacco-cancer problem, 
has its greatest significance. It is now our purpose to 
review the methods followed in respect to this work and 
the results already achieved. 


Methods of Study 


Since the primary purpose of the biological study is 
to establish the activity of the agents suspected to be 
carcinogenic, the test site is perhaps less important than 
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is generally considered. In choosing the test site, one 
must be sure not only to use a site which is not too 
sensitive to tumour formation, but also to avoid one in 
which tumours cannot be produced even with very potent 
carcinogens. In general, it would be advantageous to 
use the type of tissue similar to the one involved in 
man. In view of these considerations, the subcutaneous 
tissue of mice would be a less useful site because it does 
not yield epithelial tumours and also because it has 
been shown to be quite sensitive to a large variety of 
substances. On the other hand, the lungs of mice would 
not represent a good test organ, since, even upon inhaling 
high doses of potent polynuclear hydrocarbons,’ *° it 
has been difficult to produce lesions in the bronchus in 
mice. The skin, on the other hand, is a satisfactory 
site not only because of ease of application, but also 
because it represents a type of tissue similar to the 
epithelial tissue of the respiratory tract. 

An important factor when testing a product to which 
man is exposed is to test this product under a condition 
similar to that under which man is exposed. Thus we 
should smoke tobacco in a manner simulating human 
smoking habits, and should not distil the tobacco smoke 
in a closed container. Another important principle is 
that, when testing a substance suspected to be only 
weakly carcinogenic, the substance should be applied in 
maximum concentration over a maximum period of 
time. With these considerations on methodology we 
shall review the actual experiments already completed. 


BIOLOGICAL DATA 
Lung Studies 

A number of experiments have been conducted 
exposing mice to cigarette smoke. As could be expected 
from similar experiments with pure carcinogens, it is 
most difficult to produce bronchiogenic lesions in this 
manner. The method is particularly difficult with 
tobacco smoke because if the concentration of the smoke 
is too high animal mortality is too great. Campbell, 
and later Essenberg, have succeeded in producing 
pulmonary adenomas in susceptible mice by exposing 
the animals to varying concentrations of cigarette 
smoke.? '* Lorenz obtained negative results.*2 In a 
more recent and detailed study, the Leuchtenbergers 
found that there is an increase in hyperplasia, metaplasia, 
dysplasia, and carcinoma in situ when mice are exposed 
‘o cigarette smoke for a relatively short period of time.*! 


These experiments are of interest because they show 
5118 
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the same types of early bronchial changes as demon- 
strated by Auerbach and others''*** in human 
lungs.** Using a more direct approach, Rockey applied 
condensed cigarette smoke to the trachea of dogs for 
about 11 months, noting severe metaplasia of the 
epithelium.*® Blacklock, injecting tobacco smoke 
condensate together with tubercle bacilli into the hilum 
of rats, was able to produce two carcinomas in the 
eight rats treated in this way.* 

Though inhalation studies, therefore, have so far not 
produced any actual bronchiogenic carcinomas in the 
experimental animal, a result which could not be 
expected because of the toxicity of high doses of 
tobacco smoke and in view of the fact that this has 
been difficult even with high concentrations of 
polycyclics, the available evidence has nevertheless 
indicated an abnormal reaction of the pulmonary and 
bronchial tissue to tobacco smoke and in one instance 
the production of carcinoma in this tissue when the 
smoke condensate was directly applied 


Skin Studies 

[here are surprisingly few experiments dealing with 
the production of skin cancer in animals upon applica- 
tion of tobacco smoke condensate in view of the attention 
given to the problem. In fact, until 1953 no study had 
been done with condensed tobacco smoke. At that 
time we published our first report showing the production 
of 44% cancers and 59% papillomas among CAF, mice 
which had been painted with a 50% tar-acetone solution 
three times a week.*® In 1955 we reported*’ the 
production of cancers in two additional strains of mice, 
Swiss and C,,. Since this time we have reported positive 
results on yet another mouse strain.‘* In the meantime. 
Hammer and Woodhouse, as well as Passey, reported 
their inability to produce skin cancer in mice with 
tobacco tar.24** However, as will be shown subse- 
quently, the negative results are not necessarily due to 
differences in British and American tobaccos but rather 
to the fact that the tar was applied at a subthreshold 
level. The fact that tobacco tar is carcinogenic to mouse 
skin has since been confirmed by Sugiura, by Bock, by 
Orris, and by Engelbreth-Holm.® '* ** 44 There studies 
leave no doubt that tobacco smoke condensate is 
carcinogenic to mouse epidermis. In more recent 
experiments we demonstrated that carcinogenic activity 
is also present in cigar and pipe smoke.'* In fact, we 
found a slightly greater activity in cigar and pipe smoke 
than in cigarette smoke. 

Carcinomas have been produced not only in mice but 
also in rabbits. Roffo published a whole series of 
articles on the production of cancer in rabbit ears with 
a tobacco smoke distillate.44 However, it could be 
argued that this distillate represented a variance from 
the tobacco smoke condensate. We recently reported 
the production of carcinoma in rabbit ears after applying 
cigarette smoke condensate over a period of six years 
five times a week, 100 mg. per painting, in a 50% tar- 
acetone solution: 100% of the rabbits developed 
papillomas and 12.5% of 48 rabbits developed histo- 
logically proved cancers. Two of these cancers showed 
widespread metastases.”° 

In summary, biological experiments to date have 
proved that tobacco smoke condensate is carcinogenic 
to at least two species of animals and several strains of 
mice. 


Before the chemist could proceed to identify the active 
materials, biological study had to be conducted to 
determine the particular components of the total tar in 
which the majority of the activity is located. In a 
large-scale study, summarized in Fig. 1, we have shown 
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that the majority of the active fractions of tobacco 
smoke condensate are in the fraction which is eluted 
with carbon tetrachloride from the neutral tar.*® This 
fraction, representing only 1.7% of the total tar, 
produces 100% cancer in animals when applied in 10% 
concentration. We did observe some activity in other 
fractions. However, it cannot be said whether this is 
a result of independent carcinogenic substances or 
whether it is the consequence of unsatisfactory chemical 
separation. Present data suggest that in the basic 
portion of the tar, where polynuclear substances are not 
thought to remain, there are at least cocarcinogenic 
elements.*® This is believed to be the case not only 
because of the high hyperplastic reaction obtained with 
this material, but also because it increased the tumour 
yield when added to the neutral tar. However, we 
conclude at this time that the major carcinogens are in 
the carbon tetrachloride fraction of the neutral tar. 


Chemical Data 


The chemical studies have been directed toward 
identifying the agents in tobacco suspected to give rise 
to the carcinogenic activity of the total tar. The first 
suspicion obviously falls upon the higher aromatic 
polycyclics, since it is a well-established principle that 
the burning of any organic matter will give rise to these 
substances.?'° A large number of investigators have 
now identified 3:4-benzpyrene in tobacco smoke 
condensate, ranging up to 2 wg. per 100 cigarettes.? * * '! 
is 17 16 38:37 3030 834843 ft ig generally realized, of 
course, that this amount of benzpyrene is not sufficient 
to account by itself for the carcinogenic activity of the 
total tar. We have also reported the identification of 
1 :2:5:6-dibenzanthracene in cigarette smoke condensate 
again, though in minute amounts.?* Tentative spectro- 
graphic identification has also indicated the presence of 
additional carcinogens such as | : 2-benzanthracene,?* *° *” 
1 :2-benzpyrene,*! 24 33 38 1: 12-benzperylene,'* 7° ** 
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chrysene,** ** 3:4:9:10-dibenzpyrene,*” and 3:4:8:9- 
dibenzpyrene.** ** The last-named has also been tested 
by Buu-Hoi, but has relatively little biological activity 
for the skin.2* Recently, Hoffmann, and also Van 
Duuren, have identified 3 : 4-benzfluoranthene, which we 
have proved to be carcinogenic to mouse skin.** *8 
Additional higher aromatic polycyclics identified but not 
yet tested for carcinogenic activity include benz(mno)- 
fluoranthene, 10:11-benzfluoranthene, and 11 : 12-benz- 
fluoranthene.** *8 

Chemical work done at present in our laboratory is 
directed toward determining additional polycyclics in the 
various tobacco fractions found to be carcinogenic. In 
Table I, as most recently completed by Dr. Hoffmann, 








TABLE I 
Polycyclic Hydrocarbons p.p.m. Fraction B, p.p.m. Fraction C 

3:4-Benzpyrene » | 0-57 . 10? 1-14. 108 
1:2:5:6-Dibenzanthracene 0:24 . 108 0-01 . 10° 
3:4-Benzfluoranthene ; ¥a 0-655 . 10? 0-73 . 108 
10:11- én 0-18 . 10? 0-08 . 105 
1: 2-Benzpyrene ae : Si 0-055 . 10? + 
1:12-Benzperylene - 0-08 . 108 0-99 . 105 
1: 2-Benzanthracene . . ; + 

Chrysene ta f 1-1 10? + 
Alkylchrysene 0-55 10? + 
Fluoranthene. . 0-93 , 10? - 
Alkylfluoranthene : . + - 
Pyrene i : ; 40 . 10? _ 
Alkylpyrene .. ‘ Ris a 16 . 10? - 
Perylene ‘ 0-03 . 10? 
11:12-Benzfluoranthene O1 . 107 - 
Benzu(mne)fluoranthene + + 
2:3-Benzfiluorene - 0-1 . 105 
Anthracene . + _ 
Phenanthrene + ~ 











Fraction B is the carbon tetrachloride eluate of the neutral tar (see Fig. 1). 
Fraction C is biologically the most active fraction of the 880° C. pyrolysate 
of a hot hexane extract of cigarette tobacco. 


we show the identification of higher aromatics 
present in the carbon tetrachloride fraction of the 
neutral tar Even though at present we may still 
not have identified all of the polycyclics responsible for 
the total activity of this fraction, the activity of this 
fraction is largely due to polycyclics. There obviously 
remain other polycyclics still to be identified, a project 
which may be of greater academic than practical 
importance, since it may be assumed that polycyclics are 
produced in the same manner. These tables also show 
the identification of polycyclics in Fraction C, representing 
one of the ten subfractions of the 880° C. pyrolysate of 
hexane extracted tobacco which, in 0.01% concentration, 
proved to be biologically active.°> It is of interest that, 
even though a whole range of polycyclics was identified 
in the 880° C. pyrolysate (Table II), only Fraction C in 
a 0.01% concentration proved to be biologically quite 
active, while Fraction B had very minor activity. This 


TasBLe II.—Polvcyclic Composition of 880° C. Pyrolysate of Hot 
Hexane Extract of Cigarette Tobacco Determined Spectro- 
photometrically 


Pyrolysate 

Fraction 
A Mixture of aliphatic hydrocarbons, naphthalene, mono-substituted 

aromatics (yellow oil), phenanthrene, 4-methylpyrene, anthracene, 

pyrene, fluoranthene, and a mixture of unknowns. 

Unknown (alkyl anthracene), 1:2-cyclopentanophenanthrene, 

1:2-benzanthracene, chrysene, acenaphthylene (trace of 3:4- 

benzpyrene). 

Perylene, 1:2-benzpyrene, 3:4-benzpyrene, 1:12ebenzperylene 

(total in Fractions C and D), and other polycyclics (Table I). 

1:12-Benzperylene and other polycyclics. 

1:2:3:4-Dibenzpyrene, 3 :4:8 :9-dibenzpyrene, 3:4:9 :10-dibenzpy- 

rene, and other polycyclics. 

1:2:7:8-Dibenznaphthacene, 2’:3’-naphtho-3 :4-pyrene, coronene, 


and other polycyclics. 

Coronene, |:2.5:6-dibenzanthracene, and other polycyclics. 
Unknown, 3:4-benzpyrene derivative and other polycyclics. 
A mixture of several unknown polycyclic compounds. 


=O JN mo A 





would suggest that the majority of the carcinogenic 
polycyclics present in tobacco tar chromatograph in the 
region of benzpyrene. 

The identification of 3:4 benzfluoranthene as an 
active carcinogen represents a case in point. Additional 
work in which Dr. Hoffmann is engaged concerns studies 
with radioactive benzpyrene and 1:2:5:6-dibenz- 
anthracene, and is designed to determine the effectiveness 
of our chemical separation schemes in removing the 
benzpyrene present in the total tar in the final solutions. 
Though the higher polynuclear substances are the only 
carcinogens present in tobacco, they are the major 
carcinogenic components, and may be regarded as a 
standard on which to predict the carcinogenic activity 
of any type of tobacco smoke condensate. 


Preventive Approaches 


Having determined the major tobacco carcinogens, 
it now remains to be considered how the carcinogenic 
activity of tobacco smoke could be most effectively 
reduced. 


Dose-Response Studies 

In view of the established principle of carcinogenesis 
that the higher the dose the greater, up to a given point, 
the tumour yield, it became pertinent to establish this 
factor for the ex- 
perimental animal.*° 
In Figs. 2 and 3 we + 
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Fic. 2.—Percentage of papillomas by 
18 months. 
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Fic. 3.—Percentage of cancers by 18 months. 


These studies are of academic importance in that they 
demonstrate the reasons why certain investigators may 
have been unable to produce tumours with tobacco 
products. More important, they are of practical 


significance in that they show that if tar exposure is 
reduced below a certain point the rate of tumour 
formation, at least in the experimental animal, is 


320 Fes. 7, 1959 


greatly reduced. In this respect they are similar to 
the epidemiological studies which show the same 
relationship. In view of these conclusions it becomes 
of obvious practical importance to determine ways by 
which the tar content of the tobacco smoke condensate 
can be reduced. 
Tobacco Types 
Considering the possibility that various tobacco types 
might differ in the production of carcinogenic substances, 
we undertook a study of cigarettes made of pure Burley, 
Maryland, Turkish, and Virginia tobaccos.°* The results 
of these studies are summarized in Fig. 4, and indicate 
no significant varia- 
tion in carcinogenic 
activity, even though 
there are obvious 
variations in nico- 
tine content and 
: ¢ 1 r thus in the base- 
free fractions of 
these tars. These 
u jj | comparisons could 
ounns wanvcano tumuse vagna Be made only for 
—— ee eee ‘ the base-free portion 
cath, Tee ie smiseat Mf of the tars, since the 
tobacco. nicotine content of 
the Burley tobacco 
is too high for biological testing. We conclude at the 
present time that tobacco selection, though it can greatly 
influence the nicotine content and certainly can also 
influence the total tar content of the condensate, will 
not significantly influence the carcinogenic activity of 
the tar on a gramme-to-gramme basis. 
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Filter Cigarettes 
In view of the points emphasized by the dose-response 
studies, we were interested in conducting studies with 
filter cigarettes. As summarized in Fig. 5,°! these studies 
indicate that on a 
) Gm SUnnmereg ms ose gramme - to-gramme 
* basis the carcino- 
| genic activity of tar 
z ro] obtained from filter 
¢ cigarettes is similar 
, « to that of unfiltered 
{ cigarettes. Therefore 
foi 7 it is established that 
a mechanical filter 





F CGARE cannot selectively 
Fic. 5.—Percentage of cancers at 18 remove the carcino- 
months, with different types of : : 
cigarette. genic materials from 
tobacco smoke 
which, knowing the physical make-up of tobacco smoke, 
could have been predicted. A filter thus serves its 
purpose not because it removes certain components of 
tobacco tar selectively, but because it can lower the total 
tar content of the smoke. Any filter which does not 
fulfil this requirement is not useful. In the past some 
tobacco manufacturers, while employing a fairly efficient 
filter, used high tar-yielding tobaccos. Such smoking 
products are misleading to the consumer. Tar reduction 
can be most effectively achieved by a combination of 
efficient filtration and proper tobacco selection. 

Data recently reported showing the tar content of 
filtered and unfiltered cigarettes as currently smoked in 
the United States indicate that to-day there is a 
cognizance of this principle by at least some of the 
tobacco manufacturers in this country.** As indicated 
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TABLE III 

1957 | 1958 | Change 

Tar content in mg. of some 85-mm. filter cigarettes* 
Filter A 32-6 | 29-1 | 11% 
o 8 30-4 | 17-9 41% 
Cc 30-2 27-7 —8% 
D we 38-5 24-9 —35% 
E 36-3 17-7 | —s1% 
F (70 mm.) 25-6 15-1 —41% 

Tar content in mg. of some 70-mm. regular cigarettes 
Brand A 31-0 | 28-7 ™% 
ao @ « 31-5 28-6 ”%, 
o & 32:7 30-6 —6% 
a 35-3 | 28-9 — 18% 
oo Be 30-9 | 22-4 —41Y 
» F(8S mm.) 38-6 37-1 —4y%, 





* Foster D. Snell.** 


in Table III, a marked reduction in some of the major 
cigarette brands in the United States has taken place. 
This movement is to be encouraged, and it is hoped 
that before long all of the tobacco manufacturers in 
the United States and elsewhere will follow suit. While 
such a move will not prevent a smoker from developing 
lung cancer, present evidence indicates that it will reduce 
his chances of developing this disease. 


Pyrolysis Studies 


In biological experiments we have shown that an 
extract of tobacco is only weakly carcinogenic compared 
with tobacco smoke condensate.*® There is present 
in unburned tobacco a very small amount of some higher 
aromatic polycyclics which are apparently formed during 
the curing process.'® '7'® However, it is clear that the 
majority of the higher polynuclear substances are formed 
during the combustion processes of tobacco. 

We have set out to undertake a series of studies to 
determine the temperature ranges at which the majority 
of the carcinogens are formed. We have pyrolysed 
hot-hexane-extracted tobacco at temperatures ranging 
from 880° C. to 560° C. and found that the formation 
of carcinogens is related to the burning temperature. 
It does not appear 
to be so much 
related to the pre- 70 
sence or absence of 
oxygen, since the 
activity of the 880° 
C.  pyrolysate in 
nitrogen and with 
the addition of 
oxygen was similar. 
However, we found 20- 
that when the 
temperature was 
reduced below 700 
C. the biological 
activity was greatly Fic. 6.—Tumour formation in mice 


reduced (Fig. 6).°° upon application of pyrolysis products 
‘ : of hexane extract of tobacco obtained 
We were interested 


at different temperatures. 

in investigating this 

problem from a number of different aspects. We 
smoked cigarettes with a high and a low puff volume in 
an effort to determine whether this would alter the 
carcinogenic activity. In view of the fact that maximum 
temperatures reached in these cigarettes are quite similar, 
884° C. +30° C., we did not expect a variation in 
activity, and, indeed, none was found.*’ It is of interest 
in this respect that the cigarettes smoked with a high puff 
volume yielded more tar. However, all our experiments 
are based upon a gramme-to-gramme comparison. We 
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also set out to test whether cigarettes smoked halfway or 
to the butt end would show different activity, since 
repyrolysis of condensed tar might produce more 
carcinogenic material. However, the results again 
showed a similarity in biological activity even though 
the tar yield of cigarettes smoked to the very butt 
end is obviously greater than of those smoked halfway 
down. 

Finally, we have studied the comparative activity of 
cigar, pipe, and cigarette tars. We found cigar and 
pipe tar somewhat more active. which, we believe, is 
due to the fact that cigar and particularly pipe tobacco 
burns at a high level for a longer period of time than 
does cigarette tobacco, even though the maximum 
temperature of cigarettes is higher than that of pipes. 
These temperature studies have been reported in detail 
by Touey and Mumpower, and are summarized in 











Fig 7.2*°*° In burning at a high temperature for a longer 
Temp., °C 
Cigars 
Cigarettes 
Pipes 
Chort speed lon Amun 
4 =k A i - ee 
3 4 5 6 7 8 4 10 Ty 
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FiG. 7.—Potentiometer graphs (Touey and Mumpower’’ **) 


period of time the combustion may be more complete 
in cigars and pipes. Obviously the formation of the 
carcinogens from organic material is not only a 
consequence of maximum temperature, but also of the 
duration of contact with a given temperature level. 
Present evidence strongly suggests that modification of 
temperature levels, if achieved, could influence the 
formation of carcinogens in tobacco. 


Study of Precursors 


By studying precursors we planned to determine 
whether there were any components in tobacco smoke 
condensate which would be particuiarly susceptible to 
the formation of higher aromatic polycyclics. We 
washed tobacco with hot hexane and smoked the 
extracted tobacco. Of immediate interest is the fact 
that, though only 5.4% of the tobacco by weight was 
removed, the tar yield of this cigarette was 35% less 
than that of an ordinary cigarette. However, on a 
gramme-to-gramme basis, one of the two experiments 
showed a somewhat decreased activity and the other 
showed no decrease in activity from regular tar. 
Therefore, at present we must conclude that this method 
cannot effectively reduce the carcinogenic activity of 


tobacco tar. Lindsey had previously shown some 
reduction in benzpyrene content of hexane-extracted 
tobacco.'° However, our studies do not show a 


reduction of benzpyrene in hexane-extracted tars. 
Lindsey has shown that a large variety of agents 
present in tobacco can produce higher aromatic poly- 
cyclics when pyrolysed.'® Lam has pyrolysed some of 
the sterols present in tobacco and has identified higher 
We have shown this pyrolysate 
In view of 


aromatic polycyclics.** 
to be biologically active on mouse skin.** 
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these observations it would be most difficult to remove 
any given substance from tobacco in the absence of 
which no polycyclics could be formed. We believe, 
therefore, that even though the different components in 
tobacco may vary in their relative susceptibility to form 
higher aromatic polycyclics, a removal of certain 
substances from the tobacco itself would not be a 
practical way of reducing its carcinogenic activity upon 
being smoked. 


Practical Preventive Measures 

The practical preventive measures as derived from 
completed laboratory work fall into the following 
categories. 

1. Lowering of Tar Content in View of Studies on 
Dose-Response Levels.—This can be attained through 
effective filtration and tobacco selection. The greater 
the decrease in tar content of a given cigarette the lower 
the liability to cancer development. This is a practical 
step which can be undertaken by the tobacco industry 
without delay. 

2. Temperature Reductants. — We are currently 
engaged in a study of a number of substances, including 
aluminium products, to determine whether the 
temperature of the tobacco during smoking can be 
lowered sufficiently to influence the formation of 
polynuclear substances.*° A number of suggestions 
have been made to cool the main stream of the smoke. 
However, since the carcinogens undoubtedly are formed 
in the burning process, it is here that we must concentrate 
our efforts. 

3. Modification of Pyrolysis—Through the use of a 
variety of catalysts we are currently engaged in 
determining whether the polynuclear content of tobacco 
smoke condensate can be reduced.*” The idea of 
catalysts, which is useful in the petroleum industry, may 
be less applicable in the case of tobacco because of 
shorter contact time. However, work completed so far 
suggests that the polynuclear content can be altered. It 
also seems to affect the proportion of different 
polynuclear substances. These studies are still in the 
preliminary stage, and it remains to be determined 
through combined biological and chemical investigations 
whether there is a particular catalyst or group of 
catalysts which could reduce in a practical fashion the 
carcinogenic activity of the tobacco smoke condensate. 


Conclusion 

In summary, we have reviewed the work being 
conducted in various laboratories throughout the world, 
and particularly in our own laboratory, relating to the 
tobacco-cancer problem. We have stated the purpose 
of the laboratory experiment, the direction in which 
it must go, and have emphasized the relationship that it 
bears to the human epidemiological study. Like any 
other phase of scientific investigation, it is the 
co-operation in different areas of scientific activity which 
furthers the achievement of a solution to any given 
problem. While only the epidemiological study can give 
definite proof of the relationship of smoking and lung 
cancer, the studies in the laboratory are essential in 
providing a practical solution to this problem, short of 
abolishing the smoking habit. Knowing that man will 
continue to smoke regardless of the evidence, we must 
expand our laboratory work in order to provide a 
practical solution to the problem. The thousands of 
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lives lost in every country each year from cancer of 
the respiratory tract demands that we expedite our 
efforts. It is hoped that with the evidence already at 
hand a practical solution may be within our reach. It 
is toward this end that laboratory studies involving the 
smoking-cancer problem must now be directed. 
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Study of the recorded death rates from lung cancer in 
different parts of the world shows that there is a fairly 
close relationship between the present national mortality 
from the disease and the national consumption of 
cigarettes 20 to 25 years ago. Data for 16 countries 
are given in Table | and illustrated in the Chart, in 
which for each country the standardized mortality of 
men in 1952-4 is set against the consumption of 
cigarettes per adult (of both sexes) in 1930. The latter 


Taste 1.—Mortality from Lung Cancer and the Consumption of 
Cigarettes in 16 Countries* 


Standardized Mortality of Men from 


Cancer of Lung in Years 1952-4. Cigarette Mean 
Rate per Million Consumption Cigarette 
in Year Consumption 
Mortality . i 1930 (Unweighted) 
Group Country Rate (per adult) 
Over 300 England and 
Wales 461 1,378 
Finland 433 1,662 + 1,330 
Austria 380 960 
200-299 Netherlands 276 632 
Belgium 254+ 1,065 
Switzerland 236+ 706 > 840 
New Zealand 216 478 
U.S.A. 202+ 1,296 
100-199 Denmark 179 465 
Australia 177 504 | 
Canada ~*~ 176 760 . 550 
France 140 585§ 
Italy 110+ 455 
Under 100 | Sweden 89T 388 
Norway 77 359 + 499 
| Japan 40 723 J 


* The standardized mortality rates were calculated by Segi (1957). Rate 
for cigarette consumption were given by Todd (1957) or were derived from 
data for Finland and Norway publisiied by Nielsen and Clemmesen (1954), 
for Switzerland published by Gsell (1951), and for New Zealand kindly 
provided by the New Zealand Government, Department of Statistics. 

7 1951-3. $1954. § 1951. 
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Relationship between lung cancer mortality and previous cigarette 
consumption in 16 countries The regression line is given by 
y=0.24x+28; the correlation coefficient is 0.76. 
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date was chosen to allow for a reasonably long induction 
period for the lung cancer ; it is not possible to test the 
effects of lengthening this period still more, since there is 
insufficient information about cigarette consumption in 
previous years. For the same reason it is not possible 
to use the cigarette consumption of males only, but as 
long ago as 1930 the consumption by women was 
probably only a small part of the total. In addition to 
these defects in the data we must note the great hazards 
of all such international comparisons. 

Firstly, the standard of death certification is likely 
to vary from one country to another, so that the 
numbers of deaths attributed to lung cancer in 1952-4 
will not necessarily be a true measure of its occurrence 
in those years, and the degree of error will doubtless 
vary. Secondly, the average consumption of cigarettes 
per adult in 1930 is likely to be an inadequate measure 
of the extent to which a population has been exposed 
to risk from smoking. For example, (1) the spread of 
cigarette smoking is unlikely to have been the same in 
all countries ; it may well have affected different sex 
and age groups at different periods; (2) hand-rolled 
cigarettes are excluded from the estimates of the number 
of cigarettes smoked, and the frequency of their use 
will vary from country to country : (3) no allowance is 
made for any possible carcinogenic effect associated 
with the smoking of tobacco in cigars or in pipes ; and 
(4) there may be substantial differences in the methods 
of smoking, in the kinds of tobacco used, and in the 
quality of the smoke reaching the bronchial mucosa. 
Moreover, even if exact information was available about 
all these factors, it would still be difficult to be sure of 
making a valid comparison between consumption and 
mortality, since so little is known about the mechanism 
of carcinogenesis and the relationship between the 
duration and intensity of exposure and the incidence of 
the resulting disease. 

In spite of these various limitations to the data there 
is, nevertheless, a distinct relationship in these 16 
countries between their cigarette smoking of 1930 and 
their lung cancer death rates of 1952-4. The principal 
exceptions are the U.S.A. and Japan, in both of which 
the mortality is substantially lower than would be 
expected from their apparent level of cigarette 
consumption (Table I). For the U.S.A. it has, however, 
often been suggested that the habit of throwing away 
a large unsmoked butt may contribute to the relatively 
low mortality. This possibility was particularly stressed 
by Sir Ernest Kennaway (1957), who made some 
preliminary measurements in this country. Factual data 
for the size of discarded butts on a large scale have, 
however, been lacking until the recent report by 
Hammond (1958). 

Cigarette Ends 
U.S.A. 

In Hammond's study of the habits of the U.S.A, 4,283 
butts were collected from ashtrays in homes, offices, 
and restaurants or picked up from sidewalks, stations, 
and parks in four large cities and several smaller cities 
and towns scattered throughout the country. The 
average length of all the butts was 30.9 mm., or some 
40%, of the length of the average cigarette. It did not 
differ appreciably between cigarettes with filter-tips 
(31.0 mm.) and those without (30.7 mm.), nor did it 
vary greatly between the butts collected in the different 
localities, save that it was somewhat longer in 
restaurants (34.5 mm.) and shorter in parks (26.7 mm.). 
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It seems likely, therefore, that the average figure for the 
whole series may be a reasonable estimate of the true 
average for butts found by these means in urban areas 
of the U.S.A. On the other hand, since the butts were 
collected some time after they had been thrown away 
it is likely that sometimes a substantial amount of the 
cigarette will have burnt after the cigarette was discarded 
(a factor which might contribute to the relatively low 
average length of butts picked up in the open in parks). 
The average given by these data is therefore likely to be 
an underestimate of the length of the butt at the time 
it was actually put out or thrown away by the smoker. 


England and Wales 

Corresponding data for the length of the butt 
discarded in Britain have now been obtained in the 
study here reported, which was carried out by the Social 
Survey Division of the Central Office of Information 
(Gray and Parr, in the press). In this study a different 
technique was adopted. A letter was sent to a small 
randomly selected sample of the civilian population of 
England and Wales, aged 21 years and over (picked 
from the 1958-9 Electoral Register by choosing the first 
number under 150,000 at random and then taking every 
successive 150,000th electoral number). The recipient 
was asked in reply to give particulars of his (or her) 
usual smoking habits and, if a cigarette smoker, to 
collect, in a tin enclosed with the letter, the butts of all 
the cigarettes smoked the day after the letter was 
received. To avoid any change of habits the specific 
object of the inquiry was not mentioned or even hinted, 
the wording of the request being as follows: 

‘We are carrying out an inquiry for the Medical 
Research Council. As you may know, they are 
studying the effects of smoking on people's health. 
They want to collect for examination a sample of 
cigarette ends which have just been smoked in the 
normal way. You have been picked purely by chance 
for this inquiry. Please will you help us ? ” 

It is a tribute to the co-operativeness of the British 
public that, of the 200 thus written to, 180 (90%) 
responded (with the same proportion in each sex). 

Of the 81 men who replied, 38 said that they smoked 
cigarettes only and 4 that they smoked cigarettes and a 
pipe ; 6 said that they smoked a pipe only and 33 that 
they were not then smoking. Of the 99 women who 
replied, 29 said that they smoked cigarettes and 70 that 
they were not smoking. The proportion of current 
smokers is unexpectedly small. This may have been due 
partly to a tendency for smokers to have replied less 
readily than non-smokers, but a few irregular smokers 
may have regarded themselves as non-smokers for the 
sake of simplicity. 

The butts returned by the cigarette smokers amounted 
to approximately 80°, of the declared number usually 
smoked. They were straightened out and their length 
was measured. Mean values for different groups of 
interest are given in Table II. 

It will be seen that the average length for all 772 
butts was 18.7 mm.,* or a little over a quarter of the 
ordinary 70-mm. cigarette. The various subdivisions of 
the table are more remarkable for their similarity than 
dissimilarity, and the only formally significant difference 
is between men and women, where the latter show a 
slightly shorter mean length. This is due in part to the 

*The sampling standard error allowing for the within-person 
correlation is 0.4 mm 
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Taste Il —Mean Length of Cigarette Ends Provided by a Sample 
of Adult Population of England and Wales 


No. of Rie. of Average 
Group Smokers Butts Length of 
Sending Sent in Butt 
in Butts ——s in mm 
All cigarette smokers 71 772 18-7 
Sex J Male 42 540 19-3 
\ Female 29 232 17-3 
21-35 12 184 19-8 
nae oF 36-55 1 158 20-0 
males . > 
56 and over 13 198 18-3 
Usual No. of 1-4 8 16 19-1 
cigarettes 5-14 28 228 18-9 
smoked 15-24 30 428 18-5 
per day 25 5 100 19-0 
Type of f Filter-tip 11* 99 17-6 
cigarette | Ordinary tip 66* 673 18-9 


* 6 persons sent in both 


fact that 27°, of the butts returned by women were 
filter-tipped, against only 7°", of those returned by men. 
rhere is no trend apparent either with age or with the 
usual amount of smoking. (If the usual amount for 
each individual be used to recalculate the overall average 
a figure of 18.5 mm. is reached, which differs negligibly 
from the 18.7 mm. for the butts actually returned. But 
we do not, of course, know whether the missing butts 
were, in fact, different from those sent in.) This lack 
of difference between the subgroups allows us with more 
confidence to contrast our total figures with those from 
the U.S.A.. where such subdivisions of the data are, 
owing to the method of collection, impossible. 


England and Wales Compared with the U.S.A. 
The frequency distributions of the lengths of butts 
measured in the British and the U.S. inquiries - are 
contrasted in Table III. The differences are very large. 


TaBL_e I11.—Comparison of Cigarette Ends Measured in England 
and Wales and the U.S.A. 


Length in England and Wales U.S.A 
mm (%) CC.) 
Up to 9-5 1-2 . 
10-14-58 17:5 } 0-8 
15-19-5 46-7 7-9 
2024-5 25-4 19-7 
25-79-§ ‘ 69 19-9 
v3 .-5 . 1-4 20-9 
35.35 0-6 | 12:8 
40 0-3 | 18-0 
Total No. of butts measured 772 (100%) 4,283 (100°) 
Average length (mm.) 18-7 w9 


In total the average length of the U.S. butts (30.9 mm.) 
is 65°, greater than the British average (18.7 mm.). 
More striking still is the fact that 2 out of every 3 British 
butts (65.4%) were less than 20 mm. in length and less 
than | in 10 of the American were smoked down to this 
level (8.7%). At the other end of the scale only | in 
approximately 40 of the British butts were 30 mm. or 
longer (2.3°",), while as many as half the American ends 
were discarded at such lengths (51.7%). Though in 
both countries the filter-tipped butts did not differ 
greatly from the ordinary tipped, we may note that only 
13°, of the English butts were filter-tipped, compared 
with 60°”, in the American sample. 


Discussion 


The statistics on cigarette ends reported here for this 
country are admittedly on a small scale. Those 
obtained by Hammond previously for the U.S.A. are 
based upon larger numbers but form a less clear sample 
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of the whole population. The great contrast between 
them, however, strongly supports the general impressions 
of any careful observer of the two countries ; there can 
be no doubt that in substance it is true. Such a very 
great difference in the British and American habits at 
the present time makes it at least possible that the 
greater butt length in the U.S.A. can account for much 
of the relative deficiency in its lung cancer mortality. 
If carcinogenic substances are associated with the 
polycyclic hydrocarbons in cigarette smoke, it must be 
anticipated that they would be produced by combustion, 
condensed further along the cigarette and redistilled 
as the cigarette burns shorter (Gilbert and Lindsey, 
1957). Quite a small difference in butt length might 
therefore result in a substantial difference in the amount 
of carcinogen inspired. On the other hand, we must 
note that the present data may not be a good indication 
of the relative lengths of the butts which were discarded 
in the U.S.A. and Britain 20 to 30 years ago. Substantial 
changes are known to have taken place in smoking 
habits in the U.S.A. in the last few years ; the proportion 
of filter-tipped cigarettes has increased greatly and the 
proportion of extra large cigarettes has also risen—that 
is, cigarettes 80 to 85 mm. long against the standard 
70 mm. We know of no evidence to show whether or 
not the average length of butt has altered; personal 
impressions suggest that the difference between the two 
countries is of long standing. 

We do not suggest that this difference in butt length is 
the only factor that might account for the relatively 
low mortality from lung cancer in the U.S.A. Many 
other factors may have contributed to it, and, in so far 
as they concern the difference between the mortality in 
England and Wales and in the U.S.A., they have been 
discussed in detail by Hammond (1958). We are 
concerned to emphasize that such an exception to the 
broad geographical association between present-day lung 
cancer mortality and past national smoking habits, as 
shown in Table I, may have many explanations. It 
cannot be lightly taken at its face value and accepted as 
wholly incompatible with the general evidence on 
cigarette smoking. 

The only other extensive data on cigarette ends of 
which we are aware were obtained by Korteweg for 
Holland (referred to by Hammond, 1958). These gave 
an average length of 19.7 mm. for 545 butts, a figure 
akin to the one we have found for England and Wales. 


Summary 


In spite of the well-known difficulties of international 
statistical comparisons there is a distinct relationship 
in 16 countries between their reported cigarette 
consumption in 1930 and their lung cancer death rate 
in 1952-4. Striking exceptions are Japan and the U.S.A., 
which had a relatively high cigarette consumption but 
a relatively low incidence of cancer of the lung. In the 
U.S.A. one explanation may lie in the larger cigarette 
end that the citizen discards. A comparison of cigarette 
ends, specially collected and measured in Britain, with 
similar data recently reported from the U.S.A., gives an 
average length of 30.9 mm. in the latter country against 
18.7 mm. in the former. Two out of three cigarette 
ends in the British sample were less than 20 mm. in 
length; only | in 40 was as long as 30 mm. In the 
American sample less than | in 10 were smoked down 
to 20 mm. and half were discarded with 30 mm. or more 
still unsmoked. Such a large national difference in 
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habits might considerably influence the national stressed the importance of standardizing for smoking 


exposure to any carcinogen in cigarette smoke. 


We are most grateful to Mr. Louis Moss, Director of the 
Social Survey, for his advice and for the facilities which 
enabled the British data to be collected. 
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Evidence is accumulating that tobacco smoking is an 
important factor in the aetiology of chronic bronchitis 
and emphysema. In a prospective study of mortality 
of medical practitioners Doll and Hill (1956) found a 
Statistically significant gradient from non-smokers to 
heavy smokers in the mortality rates due to chronic 
bronchitis. Investigations of bronchitis morbidity in 
hospital patients, working groups, and representative 
samples of the general community support the 
hypothesis. Abbott et al. (1953) presented their findings 
in 294 patients suffering from various types of 
emphysema. They noted an almost constant history of 
protracted cough or so-called “chronic bronchitis ” in 
these cases and considered that tobacco irritability was 
an important aetiological factor in 214. 

Palmer (1954), in a study of 422 male hospital patients, 
found that chronic bronchitis was __ significantly 
commoner in smokers than in non-smokers. Greene 
and Berkowitz (1954) recorded a very high prevalence 
of “smokers’ bronchitis” in patients smoking 20 
cigarettes or more daily. These findings were supported 
by Leese (1956), who compared 100 patients with 
bronchitis with 100 controls and showed that the controls 
smoked less. Lowell et al. (1956) studied 34 patients 
(28 males and 6 females) aged 50-81 years and concluded 
that in New England smoking was the major cause of 
emphysema in this age group. Oswald and Medvei 
(1955) investigated the records of 6,245 clerical Civil 
Service employees and compared smokers with non- 
smokers. They found a higher prevalence of bronchitis 
in both sexes among the ‘smokers. Clifton (1956) 
compared respiratory symptoms in a group of workers 
in heavy industry in Sheffield with those recorded in 
males in a rural general practice and noted a close 
association between tobacco smoking and _ persistent 
cough and sputum. 

Phillips et al. (1956) observed a close correlation 
between cigarette smoking and chronic cough, and 


Cc 


habits in assessing the other factors considered important 
in the aetiology of chronic bronchitis. Ogilvie and 
Newell (1957) carried out an investigation of bronchitis 
in a sample of 3,866 inhabitants of Newcastle upon 
Tyne. They compared 464 bronchitics with 485 non- 
bronchitic controls and showed that in both sexes the 
bronchitics were the heavier smokers, and among the 
men included a higher proportion of cigarette smokers. 
There was, however, no significant association between 
the number of cigarettes smoked and the disease. In a 
recent investigation of 1,062 men aged 60-69 living in 
Birmingham (Brown et al., 1957) chronic bronchitis was 
found to be more frequent in cigarette smokers than in 
non-smokers. 

Our own investigations at the Pneumoconiosis 
Research Unit of random samples of geographically 
defined communities have supported these findings. 
Thus in men aged 55-64 studied in Leigh (Lancs) 
tobacco smokers had significantly more “chronic 
bronchitis,” defined as persistent sputum and a history 
of one bronchitic chest illness during the past three 
years, than non-smokers (Higgins et al., 1956). In the 
Vale of Glamorgan, in South Wales, the prevalence of 
persistent cough and sputum was significantly higher in 
smokers than non-smokers, and smokers also appeared 
more liable to chest illness, breathlessness, and “ chronic 
bronchitis” as previously defined, though for none of 
these symptoms did the difference reach the conventional 
level of statistical significance (Higgins, 1957). Finally, 
in Annandale, in South-west Scotland, a similar trend 
was observed in a sample of men and women aged 55-64 
(Higgins and Cochran, 1958). 

Surprisingly few attempts have been made to correlate 
smoking with changes in lung function. Whitfield et al. 
(1951) studied the effect of tobacco smoking on lung 
volume in 58 healthy men, and concluded that smoking 
produced a slight diminution in the vital capacity and a 
more pronounced increase in the ratio of residual air 
to total lung volume. These conclusions were criticized 
by Oldham (1951), who pointed out that they could not 
be drawn with certainty from the results presented. 

Bickerman and Barach (1954) studied the acute effects 
of smoking three cigarettes in 91 patients with 
emphysema and 27 normal subjects. Although they 
observed no consistent trend, they noted a fall in the 
maximum breathing capacity in 10 subjects and 
suggested that this might have indicated increased 
bronchospasm. More recently Eich ef al. (1957) 
investigated the acute effects of smoking on the 
mechanics of respiration in chronic obstructive 
emphysema. They showed an immediate statistically 
significant increase in the airway’s resistance in 14 out 
of 15 emphysematous patients after smoking one 
cigarette, but no change in a control group. Franklin 
(1958) has reported the results of an investigation of the 
effect of smoking habits on lung function in a working 
population aged 40-65. Analysing kymographic tracings 
of the maximal forced expiration, he found that the 
flow rate was significantly lower in heavy smokers 
compared with light smokers or non-smokers. There 
is clearly a need for further studies assessing the long- 
term effect of smoking habits on lung function, using 
an objective physiological test. Our investigations , of 
bronchitis in different communities have always 
included detailed smoking histories and also an 
assessment of the ventilatory capacity. The purpose of 
this paper is to consider the relation of smoking to 
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symptoms and to the ventilatory capacity as assessed 
by the indirect maximum breathing capacity test. 


Methods and Procedure 


Assessment of Ventilatory Capacity—We record the 
three-quarters-second forced expiratory volume (F.E.V.), 
using a Gaensler type spirometer with electronic timer. 
The first measurement is rejected and the mean of three 
subsequent ones is multiplied by 40 and expressed as the 
indirect maximum breathing capacity (M.B.C.). The 
validation of this test as an objective measure of 
respiratory disability and the reasons for preferring it 
to the M.B.C. measured directly have been considered 
previously (Carpenter ef al., 1956). Its accuracy, 
simplicity, and repeatability are characteristics admirably 
suited to field investigations, particularly when these are 
continued over a number of years. 

Smoking Habits.—In each investigation a questionary 
has been used to record respiratory symptoms and 
smoking habits. Present smoking habits and major 
changes of habit over the past 10 to 15 years have been 
noted. To reduce the error due to observer variability 
to a minimum (Cochrane et al., 1951) all the interviews 
were carried out by one observer. The symptoms have 
always been recorded before asking about smoking 
habits. Smokers have been classified after the manner 
suggested by Doll and Hill (1950) according to the 
quantity of tobacco smoked. A smoker is defined as 
one who at any period of his life has smoked 1 g. of 
tobacco or more a day for one year. One cigarette is 
equivalent to 1 g. of tobacco a day; 1 oz. (28 g.) of 
tobacco a week is equivalent to 4 g. of tobacco dailv. 
The subjects were classified into non-smokers, ex- 
smokers, and smokers of 1-4, 5-14, 15-24, 25-49, and 
50 g. and over a day. For most purposes a simple 
classification of smokers into light (1-14 g.) and heavy 
(15 g. a day and over) was used. The classification was 
based on the stated average consumption over the 
previous 10 years. The separate classification of ex- 
smokers explains certain discrepancies between the 


figures in this paper and those published previously 
(Higgins et al., 1956) in which ex-smokers were included 
in their appropriate group when their tobacco 
consumption was averaged over 10 years. 

The Samples Studied—Detailed accounts of the 
methods used to obtain our random samples have been 
published previously (Thomas ef al., 1956; Higgins 
et al., 1956; Higgins, 1957). The samples were drawn 
from the Rhondda Fach and Vale of Glamorgan, in 
South Wales, Leigh in Lancashire (England), and 
Annandale in South-west Scotland. The Vale of 
Glamorgan and Annandale are rural areas and the 
Rhondda Fach and Leigh are urban areas. In the 
Rhondda two samples were studied. The first was 
stratified by age, occupation, and, in the case of the 
miners and ex-miners, x-ray category of simple 
pneumoconiosis ; the second was drawn from all miners 
and ex-miners aged 55-64 living in the area, irrespective 
of x-ray category. In Leigh, again, a random sample 
of men aged 55-64, including non-miners, miners, and 
ex-miners with and without pneumoconiosis, was seen. 
In both the Vale of Glamorgan and in Annandale the 
samples considered here consisted of non-miners. Over 
90% of those drawn in the various samples were seen. 


Results 


Table I shows the numbers and mean indirect M.B.C., 
according to their smoking habits, in each age and 
occupation group. The miners and ex-miners seen in 
Leigh and the Rhondda have been subdivided on the 
basis of their chest x-ray category into those with and 
those without pneumoconiosis. In the second Rhondda 
sample and in Leigh there were a few miners with 
progressive massive fibrosis (P.M.F.), and these too are 
shown separately. 

Smoking Habits 
The proportion of non-smokers in the 55-64 age 


groups was between 5 and 10% of the samples. The 
proportion of non-smokers was somewhat higher in the 


Taste I.—Mean Indirect M.B.C. According to Age, Occupation, and Smoking Habits in 734 Men seen in Five Random 


Samples. Percentages in Parentheses 






























































Smoking Habits (g./Tobacco/Day) 
Area Age Occupation and Non-smok 1-14 g./Day 15 g./Day and Over Ex-smokers Total 
Group X-ray Category iB tcsrenaicareessoevs i _ . e —_,. : No. 
No. M.B.C.| No. | M.B.C.| No. |M.B.C.| No. | M.B.C. 
Rhondda Fach} 25-34 1. Non-miners ” i 3 (13-6) 145-7 9 (40-9) | 134-2 9 (40-9) 135-6 1 (4-5) 153-0 22 (99-9) 
(ist sample) 2. Miners and ex-miners cate- 
goryO .. ‘ 2 (43) 143-0 | 20 (42-6) 121-0 | 17 (36-2) 123-9 8 (17-0) 132-1 47 (100-1) 
3. Miners and ex-miners 
category 3 ‘ 12 (25-5) 114-1 | 26 (55-3) 123-4 9 (19-1) 129-3 0 - 47 (99-9) 
35-54 4. Non-miners es . 5 (14-7) 130-4 16 (47-1) 95-2 10 (29-4) 115-5 3 (8-8) 98-3 34 (100-0) 
55-64 5. Non-miners a <a 3 (6-0) 93-0 | 21 (42-0) 88-9 | 17 (34-0) 98-6 9 (18-0) 91-4 50 (100-0) 
6. Miners and  ex-miners 
category 0 pia 2 (42) 82-0 | 28 (58-3) 71-8 | 14(29-2) 57-0 4 (8-3) 75-3 48 (100-0) 
7. Miners and  ex-miners 
category 3 <a 4 (8-7) 93-3 | 27 (58-7) 77-8 | 1123-9) 62-2 4 (8-7) 97-0 | 46 (100-0) 
(2nd sample)| 55-64 8. Miners and  ex-miners 
category 0 0 —_ 8 (42:1) 746 | 10(52 6) 749 1 (5-3) 81-0 19 (100-0) 
9. Miners and ex-miners with | 
simple pneumoconiosis 1 (5-9) 98-0 | 10 (58-8) 71-5 6 (35.3) 80.1 0 oa 17 (100-0) 
10. Miners and ex-miners with 
P.M.F. aa 0 — 7 (63-6) 64:3 3 (27-3) 71-0 1 (9-1) 36-0 11 (100-0) } 
Leigh 55-64 11. Non-miners - 8 (9-5) 92-0 | 39 (46-4) 87-4 | 29 (34-5) 83-0 8 (9-5) 739 84 (99-9) 
12. Miners and  ex-miners 
category 0 11 (10-9) 80-9 | 49(48-5) | 76-0 | 36 (35-6) 73-0 5 (5-0) 86-4 | 101 (100-0) 
13. Miners and ex-miners with | 
simple pneumoconiosis 2 (9-5) 90-5 | 10(47-6) | 79-2 7 (33-3) 91-6 2 (9-5) 87-5 21 (99-9) 
14. Miners and ex-miners with 
P.M.P. .. . : 1 (10-0) 84.0 8 (80-0) 76-3 1 (10-0) 420 0 —_ 10 (100-0) 
Vale of 55-64 15. Non-miners ‘ ta 5 (5-8) 101-2 | 30 (34-9) 98-1 | 34 (39-5) 82-6 | 17 (19-8) 82:8 86 (100-0) 
Glamorgan 
Annandale 55-64 16. Non-miners , ‘ 6 (6-6) 114-3 | 37 (40-7) | 89-1 35 (38-5) 95-7 13 (14-3) 99-9 91 (100-1) 
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younger men in the Rhondda, being highest in the group 
of miners and ex-miners with category 3 simple 
pneumoconiosis. The differences in smoking habits 
between urban and rural communities are not striking. 
There was a slightly higher proportion both of heavy 
smokers and of ex-smokers in the two rural areas. 


It is widely believed that miners, since they are not 
allowed to smoke while underground, smoke less than 
non-miners. This view is supported by the recent 
findings of Cross et al. (1958) in the case of Stoke 
miners. In the present study the results in the Rhondda 
also supported this view; there was a slightly higher 
proportion of heavy smokers in the non-mining group. 
But in Leigh the smoking habits of miners and non- 
miners were strikingly similar, which suggests the 
likelihood of regional differences. 


Ventilatory Capacity 
Table II compares the mean indirect M.B.C. of non- 
smokers with that found in smokers in each of the 16 
groups studied. There were no non-smokers in two of 
the groups ; but in 13 of the remaining 14 groups which 


TaBLe II.—Comparison of Smokers and_Non-smokers. Mean 
Indirect M.B.C. in Litres/Minute in Each of the 16 Groups 
Shown in Table I 











Group No. Non-smokers | Smokers Difference 
1 146 | 135 11 
2 143 122 21 
3 114 125 Il 
4 130 103 27 
5 93 93 | 0 
6 82 67 15 
7 93 73 20 
8 75 | -_ 
9 98 76 22 

10 - 66 a 

il 92 86 6 
i2 81 75 6 
13 91 84 7 
14 4 72 12 
15 101 90 i 
16 | 114 92 22 

104 89 


| = 
B 





Difference of means 
Mean of differences 
Weighted difference 


Oi w 


can be compared non-smokers recorded a higher mean 
M.B.C. than smokers. The overall difference in means 
between smokers and non-smokers was 15 litres/ minute, 
which is significant at the 1% level. Allowance must, 
however, be made for the numbers in the different 
groups. The best estimate of the average effect of 
smoking when due weight is given to the different sizes 
of the groups is that it caused a reduction of 9 litres/ 
minute in the M.B.C. This difference is not explained 
by small differences in age between the groups. 

When the various groups of smokers were compared 
there was, rather surprisingly, no consistent trend in the 
M.B.C. with increasing tobacco consumption. In only 
two groups—namely, the elderly miners with and 
without simple pneumoconiosis seen in the Rhondda— 
did heavy smokers appear materially worse than light 
smokers. Nor can any firm statement be made about 
the mean values for ex-smokers. In the non-miners 
their mean was about the same as that for the smokers ; 
in the mining groups it tended to be higher. 

The statistical analysis of the results indicates that 
the findings in the different areas are sufficiently 
homogeneous for pooling. Table III shows, for men aged 
55-64, the mean values for the M.B.C. according to the 


amount smoked, after grouping by occupation and 
x-ray category of pneumoconiosis. The difference 
between the smokers and non-smokers is well seen, and 
the trend within the smoking groups, though statistically 
insignificant, suggests that in this age group the amount 


Taste III.—Mean Indirect M.B.C. According to Occupation, 
X-ray Category, and Smoking Habits in Five Random 















































Samples. (Men Aged 55-64) 
Smokers 
Non- . Ex- 
smokers 1-14 15 g./Day | smokers 
Occupation and g-/Day and Over Total 
X-ray Category 5 . . P 
S) S) S) S) 
No.| © |No.| & 'No. & INo.| © 
= 2 = = 
Non-miners _.. | 22 |100-3 |127 | 90-6 |115 | 89-1 | 47 | 87-6 | 311 
Miners and ex- 
miners category 
0 ‘ .. | 13 | 81-1 | 85 | 74-5 | 60 | 69-6 | 10 | 81-4 | 168 
Miners and ex- 
miners with 
simple pneumo- 
noconiosis ‘ 7 | 93-1 | 47 | 76-7 | 24 | 75-8 6 | 93:8 84 
Miners and ex- 
miners with 
P.M.F. aS 1 | 84-0 ail head 4 | 63:8 1 | 36-0 21 
smoked may have an effect in some people. The 


distributions of the M.B.C. values for the 55-64 age 
groups supported the conclusions reached from 
considering the means. In each group the proportion 
of men with values less than 50 litres / minute, indicating 
fairly severe impairment of the ventilatory capacity, was 
higher among smokers than among non-smokers. 


Respiratory Symptoms and “ Chronic Bronchitis ” 


The questionary about respiratory symptoms used in 
the Rhondda surveys was not strictly comparable with 
that used subsequently in Leigh, the Vale of Glamorgan, 
and Annandale. It seems better, therefore, to restrict 
the symptom analysis to the 393 men studied in these 
three surveys. The results are given in Table IV. The 
smoking habits of the whole group are given first and 
then the number of men in each smoking category 
reporting the various symptoms. 

The main difference is between smokers and non- 
smokers, the former reporting consistently more 
symptoms than the latter. There was a marked trend 


TABLE 1V.—Prevalence of Respiratory Symptoms and “ Chronic 
Bronchitis” According to Smoking Habits in Men Aged 
55-64 Seen in Leigh, the Vale of Glamorgan, and Annandale. 
Percentages in Parentheses 

















Smokers 
Non- . . Ex- 
smokers oti. 1 uae} ay smokers Total 
g./Day) | and Over) 
No. seen os 173 142 45 393 
No. with: 
Persistent cough 
and sputum® | 2 (6-1) | 34(19-7) | 60 (42-3) 4 (8-9) | 100 (25-4) 
Wheezing in the 
chestt .. | 5(15-2) | 91 (52-6) | 74 (52-1) | 19 (42-2) | 189 (48-1) 
Chest illnesst | 1 (3:0) | 41 (23-7) | 34(23-9) | 11 (24-4) 87 (22-1) 
Breathlessness§ | 6 (18.2 52 (30-1) | 48 (33-8) | 13 (28-9) | 119 (30-3) 
“ Chronic bron- 
chitis "|| 0 24 (13-9) | 25 (17-6) 2 (4-4) 51 (13-0) 

















* Cough and sputum for some part of the day most days for at least three 
months in the year. 

+ Answer “ yes” to the question, 
chest?” 

t At least one bronchitic chest illness during the past three years severe 
enough to keep a man off work for a week or more. 

§ Unable to keep up with other men of own age on hills or stairs or hurrying. 

|| Persistent sputum and at least one chest illness during the past three years, 


“Do you ever have wheezing in the 
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of increasing cough and sputum with increasing tobacco 
consumption ; but for the other symptoms the difference 
between the light and heavy smokers was not striking. 
The evidence also suggests that the ex-smokers had less 
cough and sputum and “chronic bronchitis” than 
would be expected. 


The analysis of the results so far has been confined 
to total smoking habits and has ignored any differences 
that may exist between pure pipe and cigarette smokers. 
It is usually assumed that pipe smokers are little affected 
by their indulgence and that they can therefore be 
included with the non-smokers. Among the 393 men 
whose symptoms are under discussion there were 77 
pure pipe smokers—64 smoked I-14 g. of tobacco daily 
and 13 smoked 15 g. or more a day. Table V shows 


Taste V.—Prevalence of Respiratory Symptoms and “ Chronic 
Bronchitis” in 77 Pure Pipe Smokers Seen in Leigh, the Vale 
of Glamorgan, and Annandale. (Men Aged 55-64) 


No. with persistent cough and sputum... 10 (13-0%) 
o wheezing in the chest , 32 (41-6%) 
chest illness 7 wa 14 (18-2%) 
breathlessness . 19 (24-7%) 

“ chronic bronchitis ” ‘ 8 (10-4%) 


their prevalence of symptoms and “ chronic bronchitis.” 
It will be seen that these pure pipe smokers had fewer 
symptoms than the cigarette smokers; but that they 
were not as free from them as the non-smokers. They 
form, in fact, an intermediate group, possibly closer to 
the smokers than is usually believed. 


Cigar smoking is so rare in this country that separate 
analysis of pure cigar smokers is not possible. 


Discussion 


Smoking histories are liable to certain obvious errors. 
It is, for example, unlikely that the histories of those 
with frequent changes of habit will be accurately 
obtained. In the present series of investigations this 
did not appear to be an important source of error, since 
a surprisingly high proportion of those questioned 
maintained that they had not changed their tobacco 
consumption during the 10 years of review. It must 
be recognized, however, that there may be discrepancies 
between the amount people say they were smoking 10 
years ago and the amount they actually smoked. It is 
impossible to assess the accuracy of statements about 
present tobacco consumption, and it is not unusual to 
find that in his wife’s view a man tends to underestimate 
the amount he smokes. Deliberate misstatements 
might possibly be made when compensation issues are 
involved ; but there is no evidence to suggest that such 
falsification occurred. 


Hilding (1956) has investigated smoke intake in 
smokers. He studied the length of the cigarette butt 
left unsmoked, the number of puffs per cigarette, the 
duration of each puff, and the duration of glow. He 
estimated the amount of smoke taken into the mouth 
by 17 smokers in 24 hours and noted a poor correlation 
with the number of cigarettes stated to be smoked. 


In our investigations no attempt was made to assess 
the importance of inhaling. The validity of the claim 
that a smoker “ always inhales”” or “ never inhales ” is 
an open question, and the difficulty of securing accurate 
information on this point appeared prohibitive. 

Certain difficulties in classification arise as a result of 
major changes in smoking habits. A heavy smoker may 
give up smoking because of symptoms, which may then 


improve, cease altogether, or persist unchanged. In 
the present study he would be classified as an ex-smoker 
and present no problem. But if instead of giving up 
altogether he continues smoking a few cigarettes a day 
he must be included in his appropriate group when his 
tobacco consumption is averaged over 10 years. A man 
might have been a light smoker for 10 years, but have 
symptoms persisting from his heavy-smoking days, 
which will tend to obscure any correlation of symptoms 
with amount smoked. Possibly men with such gross 
changes in habit should have been excluded and with 
them the similar case of the heavy cigarette smoker 
who changes over to a pipe, in whom also symptoms 
may persist. The problem is not, however, a large one 
and the few men in each category have been included. 


Berkson (1958) has advanced the hypothesis that non- 
smokers, or relatively light smokers, are endowed with 
a specially resilient constitution, which is biologically 
disposed to self-protective habits, and that this is 
correlated with resistance to disease. While there is 
some recent evidence suggesting personality differences 
between smokers and non-smokers (Heath, 1958) it 
seems more likely that non-smokers comprise mainly 
those who fail to obtain from tobacco the soothing 
gratification enjoyed by the majority. 

The importance of selection among smokers is 
difficult to evaluate. It seems possible, for example, 
that some low M.B.C.s in non-smokers could be due 
to people with bad chests never starting to smoke. More 
important than such initial selection is, however, the 
likelihood that the heavier smokers will contain a high 
proportion of men who are able to smoke without 
developing respiratory symptoms and disability. This 
form of selection could explain the high M.B.C. values 
observed in some of the heaviest-smoking groups. 


The absence of a significant trend in the ventilatory 
capacity with increasing tobacco consumption is in 
contrast to the well-marked trend in the prevalence 
of persistent cough and sputum. A possible explanation 
of the difference might be that, while smokers generally 
ignore what they refer to as “ only a smoker’s cough,” 
they are more likely to take action once their lung 
efficiency becomes impaired and either give up smoking 
or reduce the amount smoked. 


It is interesting to compare this trend in the 
prevalence of persistent cough and sputum with that 
which occurs in the mortality rates from cancer of the 
lung (Doll and Hill, 1956). In both conditions there 
is a steady rise with increasing amount smoked, and 
it is perhaps legitimate to speculate on an association 
between them. In an interesting paper on mustard- 
gas poisoning, relevant to the present discussion, Case 
and Lea (1955) found a significant excess of deaths 
from cancer of the lung in men pensioned from the first 
world war with chronic bronchitis. Their evidence 
suggested a possible association between chronic 
bronchitis and the subsequent development of cancer 
of the lung. It may be that the persistent chronic cough 
that the cigarette addict comes to believe is normal can 
similarly lead to the development of lung cancer. 


There were differences in the proportion of pipe 
smokers in the different areas. Pipe smoking was 
commoner in Lancashire and Scotland than in South 
Wales. An interesting finding was that the majority 
of pipe smokers smoked under 15 g. of tobacco a day. 
Though pipe smoking did not appear to be entirely 
harmless it did seem to be much less apt than cigarette 
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smoking to cause symptoms. One approach to the 
problem of tobacco addiction might be to try to 
persuade cigarette smokers to change to a pipe. Apart 
from other considerations, those persuaded would 
probably smoke less. 


Summary 


The relation between smoking and _ respiratory 
symptoms and disability has been studied in 734 men 
between the ages of 25 and 64 who were randomly 
selected from urban and rural populations, defined by 
private census during the course of community surveys 
into the prevalence of common diseases. 


A questionary was used to record respiratory 
symptoms and smoking habits ; the ventilatory capacity 
was assessed using the indirect maximum breathing 
capacity test. 

A clear relation between smoking and _ persistent 
cough and sputum has invariably been found, and 
smokers also tended to record more chest illness, 
wheezing, breathlessness, and “chronic bronchitis ” 
(defined as persistent sputum and at least one chest 
illness during the past three years) than non-smokers. 


Non-smokers recorded a higher mean M.B.C. than 
smokers, the best estimate of the difference, allowing 
for the size of the various groups studied, being 9 litres 
a minute. There was, however, no significant down- 
ward trend with increasing tobacco consumption among 
the smokers. 


I thank my colleagues at the Pneumoconiosis Research 
Unit for their advice and criticism, particularly Mr. P. D. 
Oldham for much statistical assistance and Dr. J. C. Gilson 
and Dr. A. L. Cochrane for many wise suggestions. 
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THE COMMON BILE DUCT AFTER 
CHOLECYSTECTOMY 
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London 


In 1887 Oddi (see Boyden, 1936) stated that the common 
bile duct becomes dilated after removal of the gall- 
bladder. This statement, which since then has often 
been quoted, has apparently little evidence in its support. 
Indeed, Don and Campbell (1956), on the basis of 
intravenous cholangiographic studies, concluded “ that it 
seems justifiable to assume that physiological dilatation 
of the duct (i.e., after cholecystectomy) is not the usual 
course of events in man,” but they had no direct 
evidence in support of this view. With the introduction 
of intravenous cholangiography, allowing visualization 
of the extrahepatic bile ducts, definite evidence on this 
point becomes essential if such an examination is to be 
interpreted correctly in a person whose gall-bladder has 
been removed. This report records the results of an 
investigation into the problem, based on a comparison 
of the diameter of the duct as seen at operative 
cholangiography and at post-operative intravenous 
cholangiography in a series of patients in whom both 
these examinations were performed. 


Methods and Material 


Observations were made on 73 unselected patients 
(58 women, 15 men) admitted for cholecystectomy. 
Their average age was 51.8 years (range 21-79). All but 
one of the patients had stones in the gall-bladder, and in 
18 (25%) stones were removed from the common bile 
duct. 

Operative cholangiography was performed before 
removal of the gall-bladder or exploration of the 
common bile duct, by injecting 35% diodrast down a 
fine catheter inserted into the common duct via the 
cystic duct. Three films were exposed after the slow 
injection of approximately 3 ml., 6-8 ml., and 12-15 ml. 
of the contrast medium, using an overcouch tube with 
the film in a special box beneath the patient. 

All the patients were seen for clinical assessment and 
further radiological examination not less than 12 months 
after operation. The average interval between operation 
and this review was 19.5 months (range 13-33). Patients 
attended for interview between 9 and 10 a.m., having 
taken only a light breakfast. A test dose of 1 ml. 
of a 30% solution of iodipamide methylglucamine 
(“ biligrafin ”) was given intravenously : 30 minutes later, 
with the patients supine, 20 ml. was_ injected 
intravenously, and the patient remained supine for 30 
minutes, when a film was exposed using an overcouch 
tube. On rare occasions a further exposure 10 to 20 
minutes later was required to obtain clear visualization 
of the common bile duct. 

The diameter of the duct on each examination was 
measured by the use of callipers. This measurement 
was made in the suprapancreatic portion of the duct, 
as this is usually the widest part. On the operative 
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cholangiogram this portion of the duct could be 
identified easily, and by comparison the same portion 
was measured on the post-operative film. In the few 
cases in which the cystic duct entered the bile duct low 
down near its termination measurements were made at 
a similar level, despite the fact that under these 
circumstances the duct measured was, strictly speaking, 
not the common bile but the common hepatic duct. 

On the basis of their symptoms at the time of the post- 
operative review the patients were placed in one of four 
categories : group 0, those with no digestive symptoms ; 
group |, those with mild digestive symptoms not thought 
to be related to the biliary system ; group 2, those with 
mild symptoms possibly or probably due to some 
disorder of the biliary system ; group 3, those with more 
severe symptoms, definitely thought to be related to the 
biliary system. 

In a further series of 15 patients intravenous 
cholangiography was performed before operation and the 
diameter compared with that of the duct as shown on 
operative cholangiography. 


Results 


The diameter of the common bile duct as measured 
in the operative and post-operative cholangiogram in 
each case in the main series of 73 patients is shown in 
Fig. 1. It will be seen that the pattern of distribution 


15 






OPERATIVE 






10 


MM. 


15, 





POST-OPERATIVE 

















12 14 16 18 20 22 


MM. 
Fic. 1.—Diagram showing the diameter of the common bile duct 
in all 73 cases, as measured on the operative and post-operative 
cholangiograms. Each rectangle represents one case, and hatching 
indicates that a calculus was found in the duct concerned. 


24 6 8 10 


of duct diameters is similar in each series, with no 
evidence of a general tendency to dilatation after 
cholecystectomy. For reasons set out below, a duct 
diameter of 10 mm. as measured under these 
circumstances is considered to represent the upper limit 
of normal. In the entire series there was no instance of 
a duct of normal calibre on the operative cholangiogram 
increasing in diameter by 2 mm. or more. Itis to be noted 
that 14 of the 18 patients with stones in the common 
bile duct had a duct diameter of 11 mm. or greater at 
the time of operation, and, furthermore, that only four 
patients had ducts of this diameter not containing a 
calculus. In two of these four patients there was strong 
clinical evidence (jaundice, severe pain) that there had 
recently been a stone in the duct, whilst a further 
patient spoke so little English that no clear evidence was 
obtainable on this point. 


In cases with dilated ducts at the time of operation 
there is the possibility not only of increase but also of 
diminution in size after operation. The measurements at 
both examinations of the 16 patients with a duct diameter 
of 12 mm. or more on operative cholangiography are set 
out in Fig. 2, each case being designated with a serial 


OPERATIVE 


pi 1 FR 


10 12 14 16 18 20 22 24 26 MM. 








Fic. 2.—Details of the 16 cases with bile ducts of 12 mm. or 

greater diameter on operative cholangiography. Each case is 

designated by an initial. For details of Case J see text. Hatching 
indicates presence of a calculus. 


letter. In only five cases was there definite evidence of 
diminution in duct size after operation, and in this 
respect Case J is of particular interest. At his first 
operation this man had a cholecystectomy with removal 
of a calculus from the common bile duct, which at this 
time had a diameter of 24 mm. Eighteen months later 
he was readmitted with recurrent rigors, jaundice, and 
pancreatitis. At a second operation sludge and grit were 
removed from his bile duct, which on this occasion 
measured 22 mm. in diameter. When seen two years 
later this man was placed in symptom grade 1, and on 
intravenous cholangiography his bile duct was found to 
measure 17 mm. in diameter. This was the only case 
in the entire series in which there was any evidence of 
a residual calculus in the common duct after the initial 
operation. 1 

The clinical categories of the patients were as follows : 
37 (50%) were grade 0, 18 grade 1, and 18 grade 2. 
None had symptoms severe enough for them to be 
placed in grade 3. 




















Most of those in —f$—+-y 
grade 2 were placed ~~ [- tt 
there because of * § * 7 “ean. ill line 


some degree of fat 

intolerance. There Fic. 3.—Diagram showing the duct 
: . diameter, on post-operative cholangio- 
Is no clear evidence graphy, of the 18 cases in symptom 
that this was due to grade 2. Hatching rectangles repre- 


any abnormality, sent ducts — A 1 stones had 
structural or func- ; 

tional, of the biliary system, and in most of these cases 
the common duct was of normal calibre (Fig. 3). If 
this relationship between symptomatology and duct 
size is considered in the reverse way, all those patients 
with a duct diameter of 12 mm. or greater, as measured 
on the post-operative cholangiogram, were graded as 
follows: seven in grade 0, seven in grade 1, and one in 
grade 2. 


The Table shows the results obtained in the 15 patients 
in whom an intravenous cholangiogram was performed 
before operation, for comparison with the diameter of 
the duct as measured on an operative cholangiogram. 
It is to be noted that the series contains ducts of widely 
varying calibre, and that in seven of the patients stones 
were present in the common duct. 
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Diameter of Common Bile Duct in the Second, Smaller Series of 
Patients Investigated by Pre-operative Intravenous and 
Operative Cholangiography 

















Diameter of C.B.D. in mm. 
No. Stones in C.B.D. 
Pre-operative Operative 
- a | —EE 

i Yes 13 14 

2 - 28 31 

3 v0 9 10 

4 ve 13 16 

5 No 14 15 

6 o- 6 | 7 

7 Yes 16 16 

8 No 7 8 

9 } 11 12 
10 > 4 | 4 
il Yes 16 16 
12 No 7 8 
13 Yes 6 | 7 
i4 No 10 j 11 
15 5 5 

Discussion 


The investigation reported is based upon the 
measurement of the image of the common bile duct on 
an x-ray film and its comparison with a similar 
measurement from a film exposed under different 
circumstances. Inherent in this method are several 
potential inaccuracies and discrepancies which might 
impair the validity of the results and conclusions. 
Accordingly several technical points require specific 
consideration. 

Both the radiological examinations -were performed 
with an overcouch tube, giving a magnification factor of 
1.1-1.2. In the operative cholangiogram, carried out 
with a portable machine, the tube-film distance was 
slightly less than in the post-operative, tending to give 
a somewhat greater magnification, but calculations 
showed that this never increased the apparent diameter 
of the duct by more than 1 mm. Further, the distance 
between the duct and the film varied slightly according 
to the build of the patient, but again calculations 
showed that this introduced a negligible inaccuracy. 

Three possible inaccuracies arose in the actual 
measurement of the duct diameter. First, the duct is 
not of uniform calibre throughout its length, but, as 
explained above, measurements were, so far as possible, 
made in the same portion of the duct. Secondly, the 
common bile duct is not a rigid tube of fixed calibre, but 
is undoubtedly capable of distension. This might 
particularly occur as a result of injection of fluid into 
the duct during the operative cholangiography. To 
avoid this danger the fluid was injected slowly, and 
measurements from all three films showed no evidence 
that significant distension of the duct took place, except 
possibly in obstructed ducts—that is, those containing 
calculi (see below). Thirdly, the image of the duct on 
the x-ray plate was not always clear-cut, and geometric 
blurr at times made it difficult to decide exactly where 
to place the points of the callipers, though we do not 
believe that this led to any significant abnormality. 
However, taking all these points into account, it is felt 
that no significance can be attached to any apparent 
alteration in diameter of the duct unless this alteration 
exceeds 2 mm. 

Operative cholangiography was, of necessity, 
performed whilst the patient was under the influence of 
pethidine or morphine and of anaesthetic agents. By 
affecting the musculature surrounding the lower end of 
the bile duct these drugs might cause distension of 
the duct and so invalidate a comparison of measure- 
ments made at this time with others made under 


different circumstances. The results in the series of 
15 patients investigated by pre-operative intravenous 
cholangiography to elucidate this point suggest that this 
factor does not significantly affect the validity of the 
comparison. None of the eight patients without stones 
in the common bile duct had a difference of 2 mm. or 
more in the size of the duct between the pre-operative 
intravenous cholangiogram and _ the _ operative 
cholangiogram. In two of the seven patients with stones 
in the duct the diameter of the duct on the operative 
film was 3 mm. greater than on the pre-operative film ; 
in the others there was no significant alteration. 
Presumably in some cases the stone in the duct causes 
some obstruction to the flow of the injected medium, 
resulting in some distension. The findings in this series 
confirm that no significance can be attached to apparent 
alterations in duct size of 2 mm. or less, and suggest 
that no real significance should be attached to an 
apparent decrease in size of a duct containing a calculus 
unless this decrease exceeds 3 mm. 

Owing to the magnification factor of 1.1-1.2, the 
image of the duct as measured on the x-ray film was 
some 10-20% larger than the actual duct itself. Benson 
(1940) measured the calibre of the duct in patients 
coming to necropsy, and in 47 cases with no evidence of 
biliary disease the greatest diameter was 6.5 mm., 
corresponding to a shadow on cholangiography, by the 
technique used here, of 8 mm. There is, however, 
considerable disagreement over the upper limit of 
normality of the diameter of the common bile duct as 
seen radiologically. Sullens and Sexton (1955) place the 
upper limit at 7 mm. and Samuel (1957) at 10 mm., 
whilst others (Cole and Harridge, 1956; Wise and 
O'Brien, 1956) accept a diameter up to 15 mm. as being 
normal. 

In the present series 14 of the 18 patients with a duct 
of 11 mm. or greater on operative cholangiography had 
stones in the common duct, while there were eight 
patients with a duct 10 mm. in diameter, and in only one 
of these was there a stone in the duct. In view of this 
and of the general shape of the distribution curve, 
10 mm. has been taken as the upper limit of normal 
corresponding to a duct with an actual internal diameter 
of 7.5-8 mm. It is apparent that there is a considerable 
range in diameter of the normal common bile duct, but 
in the interpretation of cholangiograms it is essential to 
have some figures for guidance, and on the basis of the 
evidence presented here it is suggested that 10 mm. 
diameter represents the usual upper limit of normal, and 
that no duct should be regarded as definitely dilated 
unless its image measures 12 mm. or more. 


The results of this investigation show no tendency 
for the bile duct to dilate following cholecystectomy, at 
least in the period covered by this review. The general 
pattern of duct size distribution was the same on 
post-operative cholangiography as on _ operative 
cholangiography, and there was no single example of 
a duct of normal calibre increasing in size by 2 mm. 
or more. 

There was no evidence that the ducts that were 
dilated at the time of operation tended to decrease in 
calibre after removal of the gall-bladder. In five of 
the 16 patients with a dilated duct on operative 
cholangiography (12 mm. or greater) the duct on post- 
operative examination had diminished in diameter by 
over 2 mm. (5, 6, 7, 3, and 3 mm. respectively). But, in 
the light of the findings in the small series in which a 
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pre-Operative cholangiogram was performed, it seems 
probable that in part the difference in measurement in 
these cases was due to some mechanical dilatation of 
the duct when taking the operative cholangiogram, and 
that the diminution in size of the duct was more 
apparent than real. Certainly the results obtained 
provide no evidence that there is a clear tendency for a 
dilated duct to diminish in size after removal of calculi. 

There was no evidence of any correlation between the 
continuation of symptoms after cholecystectomy and the 
size of the bile duct. Of the 15 patients with a bile 
duct of 12 mm. diameter or greater on post-operative 
cholangiography, 14 had either no symptoms or only 
mild ones not considered to be related to the biliary 
system. Similarly, of the 18 patients with symptoms 
possibly or probably due to some disorder of the 
biliary system, 15 had a common duct measuring 10 mm. 
or less on post-operative cholangiography. It is clear 
that the finding of a dilated common duct on 
cholangiography in a patient who has previously had a 
cholecystectomy is in itself of no significance. If there 
is evidence that at the time of operation the duct was 
definitely smaller, the enlargement presumably indicates 
obstruction to the duct, but this investigation provides 
no direct evidence on this point. 


Summary and Conclusions 

In a series of 73 patients undergoing cholecystectomy 
measurements were made of the diameter of the 
common bile duct as_ revealed on _ operative 
cholangiography, and on intravenous cholangiography 
performed 12 months or more after operation. At the 
time of this latter examination the patients were 
interviewed and placed in one of four categories 
according to their clinical symptoms. 

There is a wide variation in the calibre of the normal 
common bile duct. It is suggested that, as seen on 
radiology, an image of 10 mm. diameter represents the 
usual upper limit of normal, and that an image of 
12 mm. or greater is evidence of dilatation of the duct. 

There is no evidence that the common bile duct 
becomes dilated after cholecystectomy. 

There is no evidence that a dilated common bile duct 
diminishes significantly in calibre after cholecystectomy 
and removal of stones from the duct. 

There is no correlation between the continuance of 
symptoms after cholecystectomy and the calibre of the 
common bile duct, 

The finding of a dilated bile duct on intravenous 
cholangiography performed after cholecystectomy is of 
no significance in itself in the absence of information 
about the size of the duct at the time of operation. 

All the patients in this investigation were admitted to the 
wards of the department of surgical studies, under the care 
of the director, Mr. D. H. Patey, or one of us (L. P. LeQ.). 
The operations were performed by members of the staff of 
the department. We are grateful to Mr. D. H. Patey for 
allowing us to review his patients and to include them in 
this report. 
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During his initial experiments to establish the existence 
of the “adaptation syndrome,” Selye (194la, 1941b) 
discovered that steroids had anaesthetic properties. He 


also reported that, while many steroids were hormones, 


pregnanedione could be regarded as a_ steroid 
anaesthetic without hormonal activity (Selye, 194la, 
1941b, 1942a, 1942b, 1943). Laubach ef al. (1955) 
synthesized a soluble derivative of pregnanedione: 
21-hydroxypregnane-3,20-dione sodium hemisuccinate 
(“ viadril,” “ presuren”’), which has become known by 
the contracted name of hydroxydione. Thus, for the 
first time, an anaesthetic became available which was 
chemically related to the heart tonics, the saponins, and 
certain substances manufactured in the body, such as 
the bile acids, corticosteroids, and the sex hormones. 
The first clinical trials of hydroxydione were conducted 
in the U.S.A. by Gordan et al. (1955), Murphy ef al. 
(1955), and Howland eft al. (1956), and these were 
followed by many others (Dauri, 1955 ; Burstein, 1956 ; 
Deligné and David, 1956 ; Dent et al., 1956 ; Galley and 
Rooms, 1956 ; Gordan et al., 1956; Harbord and Wild, 
1956 ; Laborit et al., 1956; Lerman, 1956). 

The advantages claimed for this type of anaesthesia 
were: a high therapeutic index (wide safety margin) ; 
lack of respiratory depression if doses were kept within 
average clinical limits; quiescence of pharyngeal, 
laryngeal, and “bronchial reflexes; the facility with 
which controlled respiration could be effected; and a 
less unpleasant recovery period for the patient (Galley 
and Rooms, 1956; Lerman, 1956). The disadvantages 
were the slow rate at which hydroxydione dissolved ; a 
marked tendency to thrombophlebitis unless very weak 
solutions were used; the slowness of the induction 
resulting from the administration of such solutions by 
intravenous drip ; and rises in pulse rate and occasional 
falls in blood pressure, particularly in elderly patients. 


Recent Developments 


Until recently the incidence of thrombophlebitis was 
minimized either by injecting 2.5% solutions into an 
exceedingly fast running drip (Murphy et al., 1955) or 
by administering the substance in very weak solutions 
—for example, 0.5% —by means of an intravenous drip 
(Burstein, 1956; Galley and Rooms, 1956). Stedtfeld 
(1957) and Opderbecke (1957) reassessed the situation. 
Stedtfeld thought that post-operative vein reaction might 
be caused by chemical irritation, osmotic irritation, 
irritation due to solutions being at temperatures less 
than blood heat, the rate of injection (that is, the 
prolonged time during which weak solutions of 
hydroxydione remained in contact with the veins), or 
the large volumes necessitated by using an intravenous 
drip. After experiments on animals and a human 
volunteer he suggested warm physiological saline as the 
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ideal solvent, and gradually increased the strengths of 
the solutions he injected until 10% was used as a 
routine. Solutions of this strength were given as rapidly 
as possible in order to ensure that the endothelium of 
the arm veins was exposed to irritation for as short a 
time as possible. He claimed that this technique had 
virtually eliminated the incidence of thrombophlebitis. 

More recently Grewe (1957 personal communication) 
and Grewe et al. (1957, 1958) introduced the use of 
0.25% procaine solution (in water) as the solvent instead 
of saline. Even when given cold, hydroxydione-procaine 
solutions appeared to prevent the incidence of injection- 
pain sometimes experienced when hydroxydione was 
given without procaine. In this country, Landau (1958) 
has reported the use of 2.5% presuren brand of 
hydroxydione in warm normal saline by fairly rapid 
injection in a series of 120 patients. 


Physical Differences Between two Brands of 
Hydroxydione 

The original brand of hydroxydione used by us was 
dispensed as a soapy deposit clinging to the walls of 
the phial ; more recently this brand has changed to a 
mixture of powder and soapy deposit. While the 
powder dissolves relatively rapidly the soapy deposit 
takes much longer, and even when warm solvents are 
used a great deal of froth is produced during the shaking 
necessary to effect solution. The powder in the phials 
shows an average particle size of 100 ». Presuren brand 
hydroxydione is dispensed as a fine powder with no 
accompanying soapy deposit. It has an average particle 
size of 50 » and dissolves readily in water, physiological 
saline, or procaine solutions even when these are at 
room temperature. As only gentle movement is 
required to effect solution, very little froth is formed 
and the hydroxydione can be drawn up into a syringe 
immediately. This rapid solubility and freedom from 
froth enables presuren to be made up and ready for 
use with almost the same facility as thiopentone. We 
have used presuren in a combined series of 346 cases 
(Table 1). 


TasLe I.—Distribution of Operations in a Combined Series of 
346 Cases 


Ophthalmic we an 6 Caesarean section .. il 


Mastoid region a : il Other lower abdominal (in- 
Thyroid and neck ‘ 18 cluding pelvic) “ 52 
and phar 6 Bladder and urethra 29 
Major dental_and mouth 5 Prostate ; a 46 
Thoracic ~ ms 3 Vagina and perineum > 20 
Gastric - a “ 28 Limbs and torso oaarns 
Biliary : 22 mastectomy) ‘ 47 
Other upper abdominal és 6 Endoscopy. os 19 
Renal and suprarenal ah 13 Contrast radiographs ‘ a 


Administration and Dosage 


As solvents we have used cool and warm saline, cool 
and warm water, and cool procaine solutions. Because 
warm solvents appeared to have no effect on pain or 
discomfort during injection or on the incidence of post- 
anaesthetic thrombophlebitis they were soon given up. 
Presuren was given in two strengths, 5% and 10%. 
When made up in saline or water occasional pain or 
discomfort was experienced by patients during 
intravenous injection. This was referred to the upper 
arm, sometimes as far as the outer third of the clavicle, 
and in a child of 8 years as far as the praecordium. We 
tried to modify this by first giving pethidine and then 
hydroxydione into the same vein, with varying success. 
It was found that the finer the vein one used the greater 
the likelihood of pain or discomfort and that slowing the 
rate of injection was no preventive. The use of 0.25% 


procaine solution as a solvent has prevented pain in all 
but two patients, and these had very fine veins. If fine 
veins have to be used we now use 0.5% procaine as the 
solvent (see Table II). Lignocaine may be substituted 
for procaine if so desired. 

Originally, we injected presuren solutions at about the 
same speed as that at which we were accustomed to 
administer thiopentone. It was soon evident, however, 
that the more rapid the injection the less the incidence 


TaBLe II.—Effect of meee Y . Veins in 165 Consecutive Cases 
(A. 


»~\U. 


























% Expressed of Column 3 
Solvent ng No. of Post-operative 
Rate Cases Painless Venous “ Thrombosis " 
Injection 
Painful | Not Painful 
Cool Rapid 82 80 (97-5%) | 2(2- % 22 (28%) 
procaine Both | 
0-25% aes” 
veins 
Cool ~ 22 22 (100%) 0 (0%) 6 (27%) 
ye All fine- 
5% calibre 
veins 
Warm as 7 6 (85-7%) | 0 2 
saline Slow 6 5 (83-3%) | 1 4 
Cool Rapid 8 6 (75%) 0 1 
saline Slow 7 4 (57-1%) 1 5 
Warm Rapid 5 4 (80%) 0 1 
water Slow 7 4 (80%) 1 o 
Rapid 13 10 (77%) 0 4 
water Slow 10 8 (80%) 2 7 
Totals: | 
Rapid injections j 
—Pprocaine as 
solvent én 104 102 (98-1%) | 2(2%) 26 (26-9%) 
Saline or water 
assolvent .. 61 47 (77%) 5 (8-2%) 29 (46%) 
Rapid injections 
—water Or Sa- 
line as solvent 33 26 (78-8% 0 (0%) 8 (24%) 
Slow injections 
—water Or Sa- 
line as solvent 28 22 (78-6%) 5 (18%) 20 (71%) 














of post-anaesthetic venous thrombosis. In most of our 
cases, therefore, we have injected into the vein as 
rapidly as possible through a wide-bore (12 s.w.c.) 
needle, never taking more than one second for each 
millilitre. After the injection is complete we have taken 
the following precautions to ensure the most rapid 
emptying of the arm vein: (a) the arm is held vertically 
for 30 seconds ; (b) the patient is asked to open and 
close the fist in a rhythmic fashion ; and (c) the arm is 
gently massaged in the direction of the shoulder. After 
lowering the arm a swab is gently held against the site 
of injection ; the arm is not flexed with a swab in the 
antecubital fossa for fear of trapping some of the 
anaesthetic at this point and causing irritation. This 
fast-injection technique necessitates estimation of the 
dose before injection. In any case the drug acts far 
too slowly to allow the dosage to be estimated during 
injection as with thiopentone. 

We are in general agreement with Landau (1958) that 
“an adequate level of basal narcosis without respiratory 
depression is obtained with a dose of from 6 to 8 mg./Ib. 
(13.2 to 17.6 mg./kg.) and that this dose should be 
reduced to 5 mg./Ib. (11 mg./kg.) in the aged, cachectic, 
or underweight patient.” Such doses, by definition, 
would not be adequate without added cover from 
nitrous oxide and other adjuvants. We have found that 
the average time of induction is about three minutes— 
a little faster with doses above 500 mg. and a little 
slower when less than 500 mg. is given. 

In contradistinction to the small series reported by 
O’Flanagan and McGuinness (1958), who used the drug 
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for psychotherapy, we have been able to induce sleep 
with doses as small as 400 mg. in adults. That some of 
their patients were able to converse after doses of 
500 mg. may have been due to the unusually high reflex 
irritability accompanying psychotic states, and to the 
fact that no pre-anaesthetic sedation was used as in our 
Own series. 


Adjuvants and Premedication 


In most cases basal narcosis with presuren has been 
augmented with nitrous oxide, pethidine, and the usual 
muscle relaxants (Table III). Cyclopropane and 
trichlorethylene have also been used; the former by 
itself and the latter in conjunction with nitrous oxide. 
Smaller doses of presuren can be given if cyclopropane 
is the adjuvant, and this mixture appears to have 
interesting potentialities, as is explained later. 


Taare III.—Examples of Operations Performed Under Presuren, 
with Doses of Supplementary Drugs Used 











Sex Total Dose Dose Operating 
Operation ad Dose of of of ime ia 
a Presuren | Analgesic | Relaxant | Minutes 
se | (mg.) (mg.) (mg.) | (approx.) 
Caesarean section 
and sterilization | F 28 500 P100 $150* 45 
Retropubic prosta- 
tectomy and diver- 
ticulectomy M 80 750 PSO C20 130 
Resection of rectum | F 57 600 P90 C40 95 
Total vaginectomy | F 52 750 P35 cis 170 
Laryngopharyngec- : 
tomy .. | M 47 1,000 PSO Nil 260 
Thyroidectomy F 23 800 PSO c10 80 
Gastrectomy F 48 | 800 PSO C2s 65 
Exploration of 
biliary tract F 65 600 P35 | Cw 80 
Partial nephrectomy | M 55 600 PSO C30 110 

















* Divided doses before and after delivery of foetus. 
P=Pethidine. C=p-Tubocurarine chloride. 
S = Suxamethonium (succinylcholine) chloride, 


Most cases have been premedicated with papaveretum 
(“ omnopon,” “ pantopon ”) and scopolamine except for 
the aged, who were given pethidine and atropine. 
Atropine alone was given before caesarean section and 
to patients with respiratory obstruction. 


Larynx and Bronchi 


When weak solutions of hydroxydione were 
administered and the induction time was in the region 
of 15 minutes it was usually found that by the time the 
patient was asleep a laryngoscope could be carefully 
introduced and the vocal cords displayed for intubation 
(Gordan et al., 1955; Murphy et al., 1955 ; Galley and 
Rooms, 1956; Lerman, 1956; Taylor and Shearer, 
1956). 

With the technique described in this report, sleep 
ensues within three minutes, but the larynx at this stage 
is not always quiescent, a further few minutes being 
required in these cases before intubation is attempted. 
This effect is mainly of academic interest, since muscle 
relaxants are normally used prior to intubation, but it 
would seem to indicate that, as with thiopentone, the 
rapid injection of hydroxydione occasionally fails to 
depress the laryngeal reflexes as rapidly as it induces 
sleep. Even so, hydroxydione has a _ considerable 
advantage over thiopentone in this respect. As is well 
known, thiopentone actually potentiates the laryngeal 
reflexes during induction, often causing spasm of the 
glottis. In a trial series using a 10% solution of 


hydroxydione one of us (L.H.L.) found that it was 
possible to intubate without muscular relaxants in 
79.6%, of 167 cases. 


The “ bucking” on endotracheal tubes, which is so 
irritating a feature after the recommencement of 
spontaneous respiration when thiopentone has been 
followed by suxamethonium (succinylcholine), is entirely 
absent when presuren is used as the basal narcotic. 


Respiration 


The two respiratory tracings in Fig. 1 compare the 
effect of the rapid injection of 500 mg. of presuren and 
thiopentone in healthy young subjects. It will be noted 
that thiopentone produces a hyperpnoea followed by a 
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Fic.  1.-—Respiratory tracings, showing the effect of (A) 
thiopentone 500 mg. in a robust youth : and (B) presuren 


mg. in a girl of 


period of apnoea, and then, when spontaneous 
respirations occur, there is a resultant or residual 
hypopnoea. Presuren, when given at similar speed, 
produces its respiratory effects in slow motion. The 
initial increase in depth associated with falling asleep is 
less marked than with thiopentone. Apnoea is replaced 
by some minutes of hypopnoea, and then the respiratory 
amplitude steadily returns towards the pre-anaesthetic 
level. 


Pulse Rate and Blood Pressure 


After comparable doses of hydroxydione the rise of 
pulse rate is more marked when the substance is given 
in weak solution in bulk—that is, by intravenous drip. 
Most of the patients receiving rapid injections of 10% 
solutions showed little deviation in pulse rate from the 
normal unless cyclopropane or gallamine was used, the 
former slowing and the latter increasing the rate as with 
other anaesthetic combinations. This finding would 
seem to confirm the speculation of Taylor and Shearer 
(1956) that increases in pulse rate during hydroxydione 
anaesthesia might be due to the bulk of fluid used to 
facilitate the administration of clinical doses of weak 
solutions. 

Doses of 500 mg. and under rarely cause a reduction 
in the blood pressure except in the cachectic or aged. 
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In the latter, doses above 500 mg. tend to be associated 
with falls of blood pressure proportionate to the dose 
given. We agree with Landau (1958) that this fall is 
more marked in hypertensive patients, as is also found 
with thiopentone anaesthesia. 

Postural hypotension can sometimes be obtained by 
giving patients undergoing prostatectomy 500-600 mg. 
of presuren and, after tilting them head down, adding 
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Fic. 2.—Presuren supplemented by cyclopropane paradoxically 
produces controlled hypotension. 
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cyclopropane as the principal adjuvant. Under similar 
circumstances with nitrous oxide there is a tendency 
towards slight cyanosis of the face despite adequate 
oxygenation, as indicated by the colour of the blood in 
the wound. By changing over from nitrous oxide to 
cyclopropane the face becomes flushed and bright pink, 
the volume of the temporal pulse increases dramatically, 
the blood pressure falls, and bleeding from the wound 
is greatly diminished—a paradoxical 








hydroxydione in strong solution might be due, at 
least in part, to venous spasm. If this were so, it 
would be a further indication for mixing procaine 
with hydroxydione prior to administration, and the 
manufacturers of presuren might consider the 
advantages of adding procaine crystals to their phial. 

With regard to post-operative vein irritation, Table II 
demonstrates that the incidence of thrombophlebitis is 
greatly reduced when the intravenous injection is given 
rapidly. It is interesting that, with the technique we 
have developed, the painless “ thromboses ” enumerated 
in Table II are for the most part not noticed either by 
the patient or by his attendants. This probably accounts 
for the variation in the recorded incidence of 
thrombophlebitis by different investigators. As with 
thiopentone, one either has to follow up every case 
oneself or enlist the aid of the most hard-hearted critic 
if the actual truth is to be discovered. Thiopentone has 
a post-anaesthetic thrombosis rate between 17 and 20%, 
but, being painless, largely goes unnoticed. Three of 
the painful thromboses here recorded were in veins of 
narrow calibre, two of them on the back of the hand. 
One of these also caused a mild oedema of the skin for 
26 hours. It is best, therefore, to regard narrow veins 
as a relative contraindication to the administration of 
hydroxydione. Although the incidence of vein trouble 
is not greatly influenced by the dosage given, when it 
does occur its severity appears to be related to the dose— 
for example, patients who have 500 mg. or less may have 
a thickening of the vein found only on palpation, 
whereas those having more than this dose will, if they 
develop vein irritation, show stretches of frank 
thrombophlebitis. It will be found that about two-thirds 
of the “thrombosed” veins are still patent if a 
hypodermic needle is inserted. 


Discussion 


It should be noted that the dosage marked on the 
label of the presuren phial refers to the hydroxydione 
part and not to the entire molecule, which includes the 
sodium hemisuccinate moiety, as with the older brands 
of hydroxydione. It is important to realize this, because 
the dosage of presuren to be given is therefore smaller 
than one has hitherto associated with steroid anaesthesia. 
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The manufacturers have certainly done a great service 
in marketing a product which is so readily soluble. In 
other ways presuren appears to behave differently from 
products with the same chemical formula, and we agree 
with Landau (1958) that these are probably due to 
physical differences, some of which have already been 
mentioned. By giving a 10% solution very rapidly 
steroid anaesthesia can now compete with the 
thiobarbiturates as a time-saver. 

Where facilities permit, the disadvantage of a three- 
minute induction can be overcome by starting the 
anaesthetic while the previous operation is drawing to 
its close, as indeed one did in the days of ether and 
chloroform. In hydroxydione anaesthesia it should be 
noted that patients can be left with perfect safety after 
the induction dose has been given, owing to the fact that 
they fall asleep pleasantly and peacefully without losing 
control of their jaw muscles or becoming hypopnoeic. 
In fact, the anaesthetist or his assistant can give the 
injection to the patient in his bed and leave him in the 
care of ward attendants until he is to be fetched to the 
theatre. This, of course, is a procedure long since 
discarded with thiopentone because of its danger. 

Owing to its slight effect on the respiratory exchange 
and the manner in which it depresses the laryngeal and 
bronchial reflexes presuren is ideal as an anaesthetic for 
laryngoscopy and bronchoscopy. On one occasion 450 
mg. was given to a patient with marked stridor who was 
about to be operated upon for laryngectomy. Although 
the surgeon was at hand to perform a tracheotomy if a 
respiratory crisis occurred, his services were not required 
until an hour or two later in the normal course of the 
operation. When the larynx and trachea are irritable 
or a retrosternal goitre is present it is often difficult to 
anaesthetize for a thyroidectomy without the patient 
straining or coughing. Presuren eliminates this 
complication. 

Caesarean section is yet another indication for 
presuren. A dose of 500 mg. followed by 50 mg. of 
suxamethonium, endotracheal intubation with a cuffed 
tube, and rhythmic inflation of the lungs with a nitrous 
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oxide and oxygen mixture enables the surgeon to make 
the skin and abdominal wall incisions and, if quick, to 
incise the uterus and extract the baby as well. Added 
doses of suxamethonium maintain relaxation if necessary, 
and directly the child is delivered intravenous pethidine 
can safely be given to augment the anaesthesia. A small 
dose of suxamethonium is often required before closure 
of the parietal peritoneum. All the babies delivered 
under this regimen have breathed either directly they 
were extracted from the uterus or shortly afterwards. 

With carefully graduated doses, aged, cachectic, or 
poor-risk patients react extremely well to this form of 
anaesthesia. Unlike thiopentone, it is impossible to 
cause vasomotor collapse by injecting the anaesthetic too 
rapidly, owing, no doubt, to the relatively slow 
way in which hydroxydione produces anaesthesia. 
Hydroxydione is particularly suitable to permit the 
initial cleansing and subsequent dressings of extensive 
burns. Fit patients undergoing severe operations seem 
to stand the strain better and are more comfortable 
afterwards. Although an actual euphoria has been 
observed on but two occasions (Galley and Rooms. 
1956) a post-anaesthetic sense of well-being is usual 
which enables patients to ignore or minimize their post- 
operative discomforts. 

The paradoxical use of cyclopropane combined with 
presuren to produce postural ischaemia has already been 
mentioned. No doubt this is due to augmentation of the 
vasodilatation produced by each drug alone and the 
partial paralysis of vasoconstriction by presuren. If 
postural or controlled hypotension is required and more 
conventional means are employed it will be found that 
presuren greatly reduces the dose of the hypotensive 
drugs in general use (Fig. 4). 


Summary 


A new brand of hydroxydione, presuren, has been 
marketed which is readily soluble in cool water, 
physiological saline, or procaine solutions. Pain may be 
caused in a minority of patients when a 10% solution is 
injected intravenously, but this disadvantage can be 
eliminated by using 0.25% or 0.5% 
procaine or lignocaine as the solvent. 

If this strong solution is injected 
rapidly and certain simple measures are 
instituted to make sure that the arm 
veins empty rapidly, the incidence of 
post-operative thrombophlebitis is not 
greatly in excess of that caused by the 
more conventional intravenous anaes- 
thetics. 

With reasonable doses _ respiratory 
depression is much less than with 
comparable clinical doses of thiopentone. 
In contradistinction to the latter, 
hydroxydione rapidly depresses the 
laryngeal and bronchial reflexes; this 
makes it the anaesthetic of choice for 
bronchoscopies and laryngoscopies. 






Back in Ward 





304 (16% PETHIDINE 20 m Sian , 
am ae | Incision Partial 6 son Repair PEnd of al Falls in blood pressure were roughly 
w) 7 wi esec - xCISIO! ar nd o Low ck - 
ee —  - of — Operation of the same magnitude, dose for dose. 
10 Te  Mandivbi Growth Floor of , h hyd di e ° ° k 
1% PETHIDINE 20 mg le Mouth as when hydroxydione is given in wea 
5051005 10 15 30 aS JO US 4) OS SO SS NODS 10 1s wo as fo ds ao a5 «© SOlution by an intravenous drip ; on the 
TIME other hand, increase in pulse rate was 


Fic. 4.—Excision of carcinoma from floor of mouth of thin but robust-looking 
man aged 64. Blood-pressure graph showing how presuren enables controlled 


very much less common. 
Poor-risk patients appear particularly 


hypotension (postural ischaemia) to be obtained with very small doses of a , ss ; 
ganglion-blocking agent such as pentamethonium. suitable for this type of anaesthesia. It 








Ge an st. “ae ate 2 te eh ee ee oe 








PE. 7, 1959 
is also recommended for caesarean section, thyroid- 
ectomy, and patients exhibiting partial respiratory 
obstruction. 


As was noted with the former methods of administering 
steroid anaesthesia, presuren minimizes the usual post- 
operative fatigue. It produces a sense of well-being 
during the recovery period, which enables patients to 
disregard most of the discomforts following operation. 


We thank those registrars, house officers, and nurses, who 
assisted us in making clinical observations incorporated in 
this report. Our thanks are also due to Dr. med. J. Friebel 
and Mr. G. Stuart Blackie, of the Medical Scientific 
Department, Schering A.G. Berlin, for their co-operation 
throughout this trial; and Schering A.G. Berlin and their 
subsidiary company, Pharmethicals (London) Limited, for 
the generous supplies of presuren. The respiratory tracings 
were recorded on an apparatus constructed in the physics 
department, King’s College Hospital, with the aid of grants 
to one of us (A.H.G.) from the University of London 
research grants committee and the King’s College Hospital 
and Medical School joint research committee. 
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Only 213 cases of plague were officially recorded in 1958, 
the lowest number since the beginning of the century, 
according to the World Health Organization. This continues 
the downward trend of the incidence of plague observed 
in recent years, especially since 1951, when 15,399 cases 
were reported (of which 8,230 were in India). The 
distribution of the 213 cases in 1958 was as follows. In 
continental Africa 6 cases were reported in the north- 
eastern part of Belgian Congo and 19 cases in the Central 
Province of Kenya. In Madagascar 21 sporadic cases were 
recorded in several local areas, most of which were situated 
in Tananarivo Province. In America active foci were located 
in Ecuador, Peru, and in the state of Bahia in Brazil. In Asia 
(outside continental China and the U.S.S.R.) a new focus 
(11 cases) was discovered in the Kurdistan—Miandoab area 
of Iran. The 26 cases reported in India were observed in 
three districts in the southern part of the country. Eighteen 
cases were reported in Burma, and 15 in Viet-Nam. 
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Bilirubin is liberated from the breakdown of haemo- 
globin in the reticulo-endothelial system and gives the 
indirect van den Bergh reaction (Lemberg, 1956). It is 
transformed to direct-reacting bilirubin by conjugation 
with one or two glucuronic acid molecules to form 
bilirubin mono- or di-glucuronide, and this occurs at 
the site of the carboxyl groups of the bilirubin molecule 
(Billing and Lathe, 1956 ; Schmid, 1956 ; Talafant, 1956 ; 
Schachter, 1957). The diglucuronide is almost certainly 
formed exclusively in the liver, the monoglucuronide in 
other sites also. Bilirubin diglucuronide is present in 
the bile in much greater amounts than monoglucuronide, 
and Bollman (1956) has shown that in hepatectomized 
dogs monoglucuronides of bilirubin can be found in the 
blood, while the diglucuronide disappears completely. 

It has been suggested that some forms of severe 
congenital, non-obstructive, non-haemolytic jaundice are 
due to an inabilitv to conjugate bilirubin with glucuronic 
acid (Arias and London, 1957; Schmid ef al., 1957; 
Axelrod et al., 1957; Schmid, 1958; Peterson and 
Schmid, 1957). 

Our purpose was to investigate the ability of the liver 
to perform this conjugation in congenital non- 
obstructive, non-haemolytic jaundice of the milder adult 
type (Gilbert’s disease) (Gilbert and Lereboullet, 1902), in 
the Dubin—Johnson type of pigmentary hyperbilirubin- 
aemia (Dubin and Johnson, 1954), and in various diseases 
of the liver. Salicylamide was chosen as the test 
substance because it is carried in the blood, like bilirubin 
bound to albumin, and is largely excreted conjugated 
with glucuronic acid (Goodman and Gilman, 1955); it 
is also non-toxic. 


Material and Methods 

Of the 40 subjects studied (see Table), 12 had no 
evidence of liver disease. Of the others, 14 suffered 
from portal cirrhosis ; 3 from primary biliary cirrhosis ; 
6 from extrahepatic obstruction to the biliary passages— 
in one of these (Case 19) the obstruction was intermittent 
so that he was not jaundiced at the time of study ; 4 had 
intermittent jaundice due to Gilbert’s type of hyper- 
bilirubinaemia—in every instance haemolysis had been 
excluded as the cause of jaundice, and an aspiration 
liver biopsy showed normal histology ; and 1 suffered 
from the Dubin-Johnson type of hyperbilirubinaemia 
confirmed by the presence of large granules of 
unidentified brown pigment in liver biopsy sections. 

The subjects received the general hospital diet—those 
with ascites were excluded, as significant amounts of 
conjugated substances, such as tetrahydrocortisone, can 
be found in ascitic fluid, and a falsely low urinary 
excretion might result (Englert et al., 1957). Patients 
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with glycosuria were excluded, as glucose may interfere 
with the urinary estimation of glucuronic acid. Peptic 
ulcer or a history of sensitivity to salicylates was 
regarded as a contraindication to the giving of 
salicylamide, 

In all the subjects a 24-hour urine was obtained, and 
the collection checked by creatinine estimations. 

In 25 instances 4 g. of salicylamide was given by 
mouth and the urine collected 4 and 24 hours later. 
In two instances a further 24-hour urinary collection 
was made. 

The glucuronic acid content of each specimen was 
estimated by the method of Fishman and Green (1955). 
Biochemical tests of liver function were performed by 
standard procedures. 

The results of the investigation are given in the Table 


Urinary Glucuronic Acid Excretion 
In the control period the daily urinary excretion of 
glucuronic acid scattered widely, but was rather higher 
in the presence of jaundice (mean 692 mg.) than in its 
absence (mean 468 mg.). However, no relationship 








could be found between the amount of glucuronic acid 
excreted and the depth of jaundice (Fig. 1). 

The 12 subjects without liver disease showed a mean 
excretion of 395 mg. daily (211-561 mg., S.D. 111), and 
in the two patients studied this varied little from day 
to day. The 13 cirrhotic patients showed a higher 
excretion (mean 571 mg.), but this was accounted for 
by increases outside the normal range in the four 
jaundiced patients—cirrhotic patients without jaundice 
showed values within the normal range. The three 
patients with primary biliary cirrhosis excreted amounts 
in the upper range of normal. Among the six patients 
with obstruction of the extrahepatic bile ducts, four of 
the five jaundiced excreted amounts outside the normal 
range. 

The five patients with congenital hyperbilirubinaemia, 
whether of Gilbert or Dubin—Johnson type, excreted 
high normal or increased amounts of glucuronic acid. 


Effect of Oral Salicylamide (Fig. 2) 

After the oral dose of 4 g. of salicylamide the 24-hour 
urine output of glucuronic acid increased greatly, 
presumably owing to the conjugation of salicylamide 
with glucuronic acid. In two patients the second 24-hour 
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* Mean of 12 observations. 


+ Mean of 5 observations. 
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Fic. 2.—Control subjects and patients with liver disease. 24-Hour urinary glucuronic acid 


non-haemolytic non-obstructive 


before and the increase following 4 g. of salicylamide by mouth. jaundice has been described 


The rate of excretion of glucuronic acid can be 
expressed as the percentage of the 24-hour output 
excreted in the first four hours (Fig. 3). The range is 
very wide in the non-jaundiced, but the deeply icteric 
do tend to excrete more slowly. 
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Fic. 3.—Percentage of 24-hour urinary output of glucuronic acid 
excreted in first four hours after 4 g. of salicylamide orally, 
related to serum bilirubin level @=Normal. O=Portal 
cirrhosis. =Primary biliary cirrhosis. . 4 =Obstructive 
jaundice. @ =Congenital hyperbilirubinaemia. 
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Discussion 


Bilirubin is insoluble in water, and when excreted in 
the urine is conjugated with glucuronic acid as the water- 
soluble bilirubin glucuronide. The increased urinary 
glucuronic acid output in the jaundiced compared with 
the non-jaundiced patients is probably accounted for 
by this process. All the jaundiced patients studied 
suffered from hepatocellular or obstructive type of 
jaundice, in which bilirubin glucuronide would be 
expected in the urine ; patients with haemolytic jaundice 
were not included. 


by Crigler and Najjar (1952). 
It is characterized by a high serum level of indirect 
bilirubin, by the excretion of almost colourless bile 
containing only small quantities of bilirubin glucuronide, 
and by low faecal urobilinogen excretion (Axelrod et 
al., 1957; Schmid, 1958; Crigler and Najjar, 1952). 
These patients can excrete such substances as 
bromsulphthalein and biligrafin into the bile, but are 
unable to conjugate bilirubin (indirect bilirubin) with 
glucuronic acid to form bilirubin glucuronide (direct 
bilirubin) (Schmid et al., 1957; Axelrod et al., 1957). 


In vitro, when crystalline bilirubin is incubated with 
uridine diphosphate glucuronic acid (U.D.P.G.A.) and 
liver microsomes of a normal rat, bilirubin glucuronide 
is formed (Schmid er al., 1957). Normal amounts are 
not produced when the liver of a patient with congenital 
non-haemolytic jaundice is used (Axelrod et al., 1957; 
Arias and London, 1957). The defect is probably in the 
enzyme (transferase) transferring the glucuronic acid 
from U.D.P.G.A. to bilirubin. There is also diminution 
of conjugating other substances with glucuronic acid ; 
these include N-acetylaminophenol (Axelrod ef al., 
1957), tetrahydrocortisone (Axelrod ef al., 1957; 
Peterson and Schmid, 1957), menthol, salicylates, and 
metabolites of cortisone (Schmid ef al., 1957). A 
similar defect has been reported in a strain of jaundiced 
Wistar rats (Gunn’s strain) (Carbone and Grodsky, 
1957 ; Schmid et al., 1957). The liver of these animals 
cannot conjugate bilirubin in the presence of 
U.D.P.G.A.; they also cannot conjugate orally 
administered o-aminobenzoic acid. 


These patients and these rats were deeply jaundiced. © 
Gilbert’s disease is much milder: jaundice is rarely 
deeper than 2-4 mg./100 ml. ; malaise and tiredness are 
the only symptoms. It may differ from the Crigler- 
Najjar type merely in degree. Of the four patients with 
Gilbert’s disease that we studied, all had been 
jaundiced in the past, but only one showed an increased 
serum bilirubin level when the test was performed. All 
had normal levels of urinary glucuronic acid and 
excreted normal amounts of glucuronic acid when 
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challenged with salicylamide. 
that bilirubin is handled in the same way ; it is possible 
that the enzyme which transfers glucuronic acid from 
U.D.P.G.A. to salicylamide and to bilirubin may not 
be the same. It does, however, suggest that the jaundice 
of Gilbert’s disease may not be due to an inability to 


conjugate bilirubin with glucuronic acid, or that the ¢ 


defect may be intermittent, brought on by minor stresses 


and strains. Conjugation of salicylamide in these CASCS._ Snapper 


may not have occurred only in the liver ; other possible 
sites include the kidney and, in dogs, the mucosa of 
the gastro-intestinal tract (Hartiala et al., 1958). 

The one patient with the Dubin—Johnson syndrome 
studied also showed a normal glucuronic acid output 
both before and after salicylamide. This is not 
surprising, as the defect in this disease is not in 
conjugation, and most of the bilirubin in the serum is 
in direct form. 

The slower rate of excretion of glucuronic acid in 
jaundiced as opposed to non-jaundiced subjects may be 
related to renal function. Renal tubular changes have 
been reported in the presence of jaundice (Ayer, 1940), 
and these may interfere with glucuronic acid elimination. 
The excretion of hippuric acid, for instance, is depressed 
in jaundiced subjects and in the presence of renal disease 
(Sherlock, 1946). 

Summary 

The mean 24-hour urinary excretion of glucuronic 
acid was greater in 12 patients with jaundice (excluding 
haemolytic) than in 12 subjects without liver disease. 
This was attributed to the excretion of bilirubin as 
glucuronide. Excretion was above or within normal 
limits in 13 patients with portal cirrhosis, 3 with primary 
biliary cirrhosis, and 7 with obstruction to the main 
bile ducts. 

Salicylamide is excreted as a conjugate with glucuronic 
acid, and 4 g. orally was given to test the power of 
glucuronide conjugation. Impaired conjugation was 
noted only in three jaundiced patients with advanced 
portal cirrhosis and in one patient with decompensated 
biliary cirrhosis. 

Patients with cirrhosis without jaundice conjugated 
the salicylamide normally. The rate of excretion tended 
to be less in the presence of jaundice. 

Five patients with congenital hyperbilirubinaemia 
(four of Gilbert and one of Dubin—Johnson type) 
excreted normal amounts of glucuronic acid in the urine 
and responded normally to a salicylamide load. 


We are grateful to Dr. S. Sherlock for advice and 
encouragement in these studies, and to Dr. B. H. Billing 
for€biochemical advice and assistance. 
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Recently we had the opportunity of observing a 21- 
year-old male sporadic goitrous cretin in whom the 
administration of 90 mg. of triac (triiodothyroacetic 
acid) within six days not only brought a very rapid 
disappearance of the myxoedematous signs and 
symptoms and of a partly diffuse and partly nodular 
goitre, but, despite the subsequent cessation of treatment, 
on two occasions surprisingly also resulted in the 
maintenance of a perfectly euthyroid and agoitrous state 
for about seven and six months respectively. The latter 
effect of the triac “ stoss ""—which by the way did not 
produce any ill effects on either occasion—was 
obtained both during a relapse and during a period of 
clinical euthyroidism as the result of continuous 
substitution therapy. This patient required a daily 
maintenance dose of 0.15 g. of desiccated thyroid or 
40 pg. of triiodothyronine or 2-3 mg. of triac. Thyroid 
function, which during one of these therapy-free 
remissions was investigated by radio-iodine studies and 
the serum P.B.I., was shown to be practically normal 
(Zondek et al., 1958). 

Subsequently we had occasion to study this patient's 
16-year-old sister, who is afflicted with the same thyroid 
disorder. The results of these investigations, which 
throw some new light on the problem, form the subject 
of the present communication. 


Case Report 

The patient was severely myxoedematous. She showed 
the typical outward appearance and behaviour; B.M.R.. 
-~21 to —25% ; blood cholesterol, 280-310 mg. per 100 ml. ; 
marked bilateral enlargement of the heart shadow ; typical 
myxoedema E.C.G. ; etc.; and she also had a large diffuse 
goitre in which three nodules the size of large plums to large 
peaches were embedded (Fig. 1). As in her brother, the 
'**] uptake over the thyroid was very high after two hours ; 
it then dropped to abnormally low values (first row in 
Table). This uptake pattern is characteristic of one of the 
known forms of “inborn errors” of thyroid hormone 
synthesis (Hutchison and McGirr, 1954, 1956)}—namely, an 
inability of the gland to hold inorganic iodine and to bind 
it to protein. Serum P.B.I. was correspondingly low 
(1.8 »g. per 100 ml.). For substitution therapy the patient 
required 0.2 g. of desiccated thyroid or 50 pg. of 
triiodothyronine or 3 mg. of triac a day. While this dosage 
sufficed to keep her euthyroid and to suppress the diffuse 
goitre, the three nodules never regressed completely, but 
always remained palpable, varying in size between small 
cherries and plums. 
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Results of "I Studies in Conjunction with Other Laboratory and 
Clinical Findings 








Thyroid Uptake Serum | Goitre 
% of Dose | P.B.I. | B.MLR. Clinical ——_—_—— 
— | (ug % | State Dif- | Nod- 
| 2h.|24h 48 h pah.ne mil.) fuse ular 
Before therapy} 63 | 26 | 14 | 1s | 25 | Hypo- | Large | Large 
; | thyroid 
3 weeks afier | 43 | 72 | 68 19 | Euthy- | Absent! Small 
30 mg. triac | | roid 
in 3 days | | 
2 months afier| 20 | 62 | 64 | 65 6-6 15 
90 mg. in 9 | | 
days | 
6 months | 13 Be 
after 90 mg. | 
in 9 days } | 
7 months | 4.5 | Begin- | Slight | In- 
after 90 mg. ning | creas- 
in 9 days | | relapse ing 


| 


For the first two tracer studies ad se of 50 uc. each was administered by 
meuth, and for the third 25 uc 

If replacement therapy was discontinued she immediately 
relapsed with regard both to her clinical state and to the 
volume and configuration of the thyroid gland. 

The administration of 30 mg. of triac within three days was 
followed by a period of about three to four weeks, during 
which she remained euthyroid despite the withdrawal of 
substitution therapy. During this period her goitre had the 
same characteristics as during routine thyroid medication. 
Three weeks after the cessation of therapy the thyroid 
function showed a “ hyperthyroid” pattern (second row in 
Table). Thereafter she required the same amounts of 
thyroid substances as before this therapeutic trial. 

When the patient came back to us in May, 1958, she had 
discontinued thyroid therapy for about two months and was 
in a state of severe relapse as regards both the function and 
the size of the thyroid. She was given 10 mg. of triac daily 
for nine days (a total of 90 mg.) and became completely 
euthyroid after the fourth day of therapy. As in the case of 
her brother, no signs of overdosage were observed either 
during or after the administration of the triac stoss (except 
for a very transient tachycardia in the girl’s case). 
Thereafter all therapy was withheld. Yet, after six months 
she was still in a perfectly euthyroid state, as borne cut by 
the clinical findings, the B.M.R. (+13%), the blood 
cholesterol (168 mg. per 100 ml.), etc. The diffuse goitre, 
which had disappeared completely after the fifth day of the 
triac stoss, remained absent, and the nodules, which had 
decreased to the size of small cherries to plums from the 
sixth day of therapy onwards, also remained stationary 
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(Fig. 2). ‘I studies carried out two months after the 
cessation of treatment again yielded a “hyperthyroid” 
uptake pattern (third row in Table). The serum P.B.I. was 
6.6 »g. per 100 ml. two months after treatment had stopped. 
Seven months after cessation of therapy signs of a beginning 
relapse became manifest (fifth row in Table). 


Discussion 

The long-standing clinical remission obtained by the 
short-term administration of large amounts of triac in 
both siblings seems to us noteworthy from both the 
theoretical and the practical point of view. As to the 
latter, it would perhaps be better if such patients could 
be treated two or three times a year for a few days 
instead of being submitted to continuous medication. 
We dared give these large doses of thyroid substances 
after rapidly acting and rapidly inactivated compounds 
such as triac had become available. Nevertheless, it 
goes without saying that this form of treatment is 
advised only for subjects free from cardiovascular 
disease other than the myxoedema heart. The 
theoretical issues of the question are even more 
intriguing, though as yet mostly conjectural. Hormonal 
therapy had so far been thought to serve mainly as a 
substitution for a deficient endogenous secretion, be it 
quantitatively or qualitatively abnormal. 

The above-described effects of the short-term 
administration of massive doses of hormone (“ stoss- 
therapy ”’) can definitely not be interpreted in the light 
of replacement therapy, as the activity of triac is known 
to be particularly short-lived. Rather must it be 
assumed that the triac “ stoss ” acted in the manner of a 
complex trigger mechanism, as the result of which a 
chain reaction involving the thyroid gland (and possibly 
also the peripheral target organs ?) was set in motion. 
Che underlying mechanisms of these trigger effects are 
as yet obscure. We can only assume that the primary 
defect was not an absolute lack of enzymes, as no 
enzymes were given, but rather a disturbed cell-enzyme 
relationship which became temporarily normalized. 
However, the remarkable fact remains that it was 
possible to induce, at least temporarily, for all practical 
purposes a normal hormone synthesis—a synthesis that 
was able to satisfy the requirements of the peripheral 
tissues—in a gland which was the seat of 
a genetically determined “ inborn error.” 











Our investigations indicate that such 
trigger effects depend on dosage. When 
the triac stoss was restricted to a medium 
dose (30 mg.)—though much larger than 
the previously established daily require- 
ments of the patient—the thyroid gland 
responded for only a comparatively 
short time: a protracted effect was 
achieved only when large doses of triac 
(90 mg.) were administered. 

Although clinically both siblings re- 
sponded in like manner to the triac stoss, 
they differed in the response of the thyroid 
as regards both its volume and its func- 
tion. In the brother the diffuse and 
nodular goitre disappeared completely so 
far as could be ascertained by palpation, 








x and thyroid function became more or less 

‘ - °° 1: normal. On the contrary, in the sister 

oe ' only the diffuse goitre regressed com- 

= wer Bins is pletely—all three nodules regressing only 

Fic. 1 Fic. 2 incompletely. ‘*'I uptake values even 


Fic, 1.- 


dD 


-16-year-old girl with familial sporadic cretinism and goitre. Fic. 
Same patient 4} months after cessation of therapy. 


reached abnormally high levels charac- 
teristic of thyroid hyperactivity. Never- 


> 
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theless, hormone synthesis apparently remained in 
normal limits, as borne out by the normal serum 
P.B.I. and the clinical status. 


So far we have employed stosstherapy with a rapidly 
acting thyroid substance only in goitrous cretins—that 
is, in hypothyroid states resulting from an inability of 
the gland, despite the presence of sufficient cell mass, to 
produce the active principles (a form of myxoedema 
which we should like to term “ biochemical,” in 
contradistinction to the “anatomical” myxoedema 
resulting from an actual deficiency of glandular tissue). 
Whether or not this therapeutic procedure will also 
find a place in other forms of hypothyroidism is still an 
open question ; though again only persons belonging to 
the younger age groups who show no evidence of 
circulatory abnormalities other than the classical 
myxoedema heart would come into account. 


Summary 


The effects of the short-term administration of large 
amounts of triiodothyroacetic acid (triac)—that is, 90 
mg. within nine days—followed by the complete 
cessation of substitution therapy, were studied in a 16- 
year-old girl with familial sporadic cretinism and goitre. 

As in the case of her elder brother, in whom the 
same procedure had on two occasions resulted in the 
maintenance of a clinically euthyroid state for about 
seven and six months respectively, triac stosstherapy 
produced complete euthyroidism, which also lasted 
about six months. A previous administration of 30 mg. 
of triac within three days had resulted only in a short- 
lived remission lasting about three to four weeks. 


It was concluded that the effects of triac stosstherapy 
depend on dosage, and that both patients can be 
maintained in a euthyroid state by the biannual or 
triannual administration of stosstherapy in suitable 
doses. 


Although both siblings clinically reacted alike to the 
triac stoss with 90 mg., the behaviour of the thyroid 
gland with regard to size and function differed. In the 
brother the diffuse and nodular goitre was completely 
suppressed, remaining absent during each remission, 
and thyroid function became practically normal, as 
demonstrated by the '*'I uptake and serum P.B.I. In 
the sister only the diffuse goitre disappeared, while the 
nodules remained palpable, though much reduced in 
volume. '*'I uptake over the thyroid even attained 
“ hyperthyroid ™ levels ; yet the serum P.B.I. was found 
to be normal (in the brother the thyroid function was 
studied three and four months after the cessation of 
stosstherapy and in the sister two months after). 

Some theoretical implications of. triac stosstherapy 
are discussed. 


We are indebted to Dr. H. M. Walker, Glaxo Laboratories 
Ltd., Greenford, Middlesex, for a generous supply of triac. 
Our thanks are also due to Professor A. Hochmann and 
Dr. A. Holzer, Radioisotope Laboratory, Radium Institute, 
Rothschild Hadassa University Hospital, Jerusalem, for the 
tracer studies, and to Dr. A. Fischer, department of 
biochemistry, Hadassa Municipality Hospital, Tel-Aviv, for 
the P.B.I. determinations. 
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THE ADRENAL CORTEX AND 


WINTER SPORTS 
WITH A NOTE ON OTHER EXERCISE 


BY 
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From the Division of Human Physiology, National Institute 
for Medical Research, London 


Evidence is presented in this paper that a winter sports 
holiday in the Alps is associated with daily activation 
of the adrenal cortex. Since most people find such a 
holiday extremely invigorating, such a course of adrenal 
stimulation is by no means harmful. 

Morning and evening eosinophil counts were 
performed on a healthy adult over a period of six weeks, 
which included a three-weeks ski-ing holiday at an 
Alpine resort situated 3,000 ft. (915 m.) above sea-level. 
Confirmatory observations were made on two other 
subjects. The results have been compared with data on 
other kinds of physical exercise which have accumulated 
in this laboratory during other investigations. These 
include observations on swimming, running, and the 
Harvard step test. 

Method 

0.02 ml. of capillary blood was diluted with 0.08 ml. 
of Hinkelman’s fluid, which stains the eosinophils black 
and has the following formula: yellow eosin 0.5 g., 
formalin (conc.) 0.55 ml., 95% phenol 0.5 ml., made up 
to 100 ml. with distilled water. The total number of 
cells in four Fuchs—Rosenthal chambers was counted 
with a tally, and the result multiplied by 0.78 to give the 
number of eosinophils per c.mm. The large number 
of cells counted by this technique greatly reduces the 
random error in comparison with other methods. 

During the winter sports holiday the whole day was 
spent in activities connected with ski-ing, but the time 
actually spent in strenuous exercise was limited to one 
and a half to four hours, and consisted partly in climbing 
on skis and partly. in downhill running on various ski- 
runs in the district-at altitudes ranging from 8,500 ft. 
down to 3,000 ft. (2,600 to 915 m.). 

The morning counts were done after breakfast between 
9 and 10 a.m. and the evening counts between 5 and 
6 p.m., one to two hours after coming in from ski-ing. 
During the control periods before and after the holiday 
the counts were done at 10 a.m. and 5 p.m., and the 
subject was engaged in ordinary laboratory activities. 

Eosinophil counts were performed on_ several 
occasions on two companions. Of these, one (R. J.) 
had been ski-ing regularly for three months and was 
very fit, the other (E.H.) was a local resident but had 
not skied much and was relatively unfit. All three 
subjects were expert skiers. 

The eosinophil counts on Channel swimmers were 
performed either one or two days before the swim and 
repeated one to three hours after leaving the water. 

In the Harvard step test, counts were performed 
immediately before and three hours after exercise. 


Results 

Winter Sports.—The results of the daily observations 
during a winter sports holiday are presented in Fig. 1. 
A well-marked diurnal rhythm which was independent 
of physical activity is seen on rest days during the holiday 
and during the control periods. During the holiday 
there was a large fall in the eosinophil level each day 
after ski-ing, except on three days during the third week, 
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when the change was relatively small. This was (1957). Reference may also be made to Bayliss’s (1955) 


associated with improved physical condition. 

In general, the eosinopenia was related to the duration 
of exercise, the largest falls being observed on days when 
the subject skied for four hours. However, large falls 
were also observed after relatively light exercise on days 
when the subject was still tired after severe exercise 
on the previous day. On returning to England the 
eosinophil response to an 8-mile (13-km.) run was 
smaller than it had been on two other occasions before 
the holiday (Fig. 2). 


Duration of Exercise and the Eosinophil Response.— 








review. The eosinophil count is still the only simple 
and quick measure of the adrenal response to stress. 
In a wide variety of stresses both in man and in animals 
the degree of eosinopenia and its duration have been 
found to be related to the severity and duration of the 


Changes in Eosinophil Count Following Hard Physical Exercise 





No. of Circulating Eosinophil Cells per c.mm. 
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Percentage | 
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5 minutes’ exhausting exercise (Harvard step test) 













































































The Table summarizes the findings in different types ss Ss | 8 I 2. eee B - 
of strenuous physical exercise varying in duration from ee — 338 = _ 
five minutes as in the Harvard step test* (ventilation GP 328 420 | 304 | “7 ce oe 
100 1./min., O, consumption 3.5 1./min.) to 12 hours, as . 
im 1 dist : . R 1 f h . ‘ 1-2 hours’ exercise (unfit subjects) 
in long-distance swimming. esults from the winter G.P. 103 40 61 Ski-ing 
sports holiday have been included. Exercise of short G. P. 136 50 63 rr 
. . . G. P. 107 50 -53 Swimming 
duration, even when carried nearly to exhaustion, had G. P. 116 13 -92 Running 
little if any effect on the eosinophil count. Swimming, E. H. 8 ” = | ss 
ski-ing, or running, when carried on for one or more 1-2 hours’ exercise (fit subjects) 
hours, produced a large fall in eosinophils in untrained G.P. 128 B —— __ 
subjects, but had only a minor effect in fit subjects. On G.P. 418 311 26 Running 
seed , ati R. J. 144 111 -23 Ski-ing 
the other hand, exercise of four hours’ duration caused z. 510 599 +18 | Swimming 
a fall in eosinophil levels even in well-trained subjects, 
: — - 2 . 4 hours’ exercise (unfit subjects) 
Vv 
and very prolonged exercise as in Channel swimming on. a oF 73 Ski-ing, first week of 
was associated with virtual disappearance of the holiday 
i : _ anal : G. P. 155 56 63 - - 
eosinophils. This was accompanied by an eightfold EH. 90 7 92 | Ski-ing 
increase in urinary corticoid output, which has been 
, > H 4 hours’ exercise (fit subjects) 
reported elsewhere (Pace et al., 1956a). The influence ar 196 76 a Ski-ing, third week of 
of training on the eosinophil response is further _ holiday 
illustrated in Fig. 2, showing the response to an eight- —-— | & - 7 
mile ( | 3-km.) run. 7-12 hours’ exercise (well-trained subjects) 
H ; J. Z. 357 22 94 7 hrs’ swimming» 
Discussion | “Windermere 
j : : i. 322 3 100 12 hrs’ swimming, 
It is beyond the scope of this paper to cite the very sane English Channel 
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stress. Stress eosinopenia is known to be caused by 
adrenal cortical hormones, chiefly hydrocortisone either 
with or without adrenaline. Noradrenaline has no 
action on the eosinophil cells. 

[he question arises whether adrenaline alone may 
not account for a fall in eosinophils in some stress 
Situations, for it is now known that adrenaline acts 
directly on the eosinophils in man (Hunter, Bayliss, 
and Steinbeck, 1955) and not simply through the 
pituitary—adrenal-—cortical system as has been demon- 
strated in animals. However, the available evidence 
suggests that conditions associated with increased 
secretion of adrenaline also cause an increase in the 
secretion of adrenal cortical hormones (von Euler and 
Lundberg, 1954; Bayliss, 1955 ; Elmadjian e7 al., 1956: 
Hill e¢ al., 1956; Pace et al., 1956b; Elmadijian ef al. 
1957; Persky, 1957). Hence for practical purposes the 
eosinophil count can still be regarded as an index of 
adrenal cortical stimulation either with or without 
adrenaline 

[he present study affords the first evidence of adrenal 
cortical stimulation in a holiday situation and is of 
special interest in view of the obvious benefit which 
most people seem to derive from this kind of holiday 
As in many other life situations, several circumstances 
may have contributed to the effects observed—in this 
case the exhilaration of downhill running on skis, 
moderate changes of altitude, and occasional cold stress. 
However, the other observations suggest that the most 
important common factor was prolonged physical 
exertion, and that the lessened effect towards the end 
of the holiday was due to improved physical condition. 

Studies of physical exercise by other workers have 
sometimes failed to reveal any major increase in adrenal 
cortical activity except in competitive sport, when 
adrenaline may have been implicated, but such studies 
have dealt with short-term exercise of not more than 
20 minutes’ duration (Domanski et al., 1951; Renold 
et al., 1951; Thorn et al., 1953; Hill et al., 1956). The 
present results, particularly those on Channel swimmers, 
suggest that the duration of exercise is an important 
factor in this respect. The results obtained on Channel 
swimmers, showing virtual disappearance of the blood 
eosinophils and an eightfold increase in urinary 
corticoids, were indeed comparable 
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where, suggest an adrenal cortical response comparable 
with that found in major surgery. 
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OBSTRUCTION OF RESPIRATORY 
TRACT IN THE FLEXED FOETUS 
A PRELIMINARY COMMUNICATION 
BY 
ANGUS SMITH, F.F.A.R.C.S. 


Department of Anaesthesia, Charing Cross Hospital, London 


It was noted in the course of anaesthetizing babies who 
were undergoing surgery to correct congenital defects, 
such as oesophageal atresia, oesophago-tracheal fistula, 
and duodenal atresia, that respiratory obstruction could 
easily take place. This difficulty occurred in spite of 
having an endotracheal catheter accurately in place 
beyond the vocal cords. On occasion this difficulty in 
inflating the lungs has necessitated the removal of the 
catheter to check its patency and position. The 
obstruction was beyond the vocal cords. 

It was then found that the position of the baby was the 
important factor., If the child was flat on the operation 
table the respiratory obstruction might occur. Flexion 
of the head alone caused no trouble, but if the thoracic 
spine was in some degree of flexion, difficulty in inflating 





with those obtained in major sur- 
gery (Cope et al., 1951: Thorn ef 
al., 1953) 


Summary 

Morning and evening eosinophil 
counts performed on a_ healthy 
adult over a period of six weeks 
during a three-weeks winter sports 
holiday showed a daily fall in 
circulating eosinophils amounting 
to 50-80 according to. the 
amount of exercise. The response 
diminished in the third week in 
issociation with improved 
physical condition. Confirmation 
was obtained in two other 
subjects 

Results are presented concerning 
other forms of exercise. In 
Channel swimming virtual 
disappearance of the eosinophils 
and an eightfold rise in urinary 
17-hydroxysteroids, reported else- 








Fic, | Fic. 2 


Fic, 1.—Radiograph taken in the intrauterine flexed position, showing lipiodol held up 
just beyond the tracheal bifurcation. Fic. 2.—Showing the kinked-tube appearance. 
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the lungs was encountered. This was overcome quite 
simply by raising the baby’s shoulder on a folded 
towel. 

Radiological investigation of the tracheo-bronchial 
tree has been undertaken in 10 stillborn babies who had 
died a few hours 
before birth. An 
endotracheal 
catheter was placed 
just through the 
vocal cords. The 
baby was sat up 
and allowed to 
flop into the intra- 
uterine flexed posi- 
tion. Lipiodol was 
injected until it 
began to run back 
from the mouth. 
An x-ray film taken 
at this stage (Fig. 
1) showed that the 
lipiodol was held 
up just beyond the 
tracheal _ bifurca- 
tion. Furthermore, 
the club shape had 
very much the 





Fic. 3. — Showing the effective 5 OER : 
bronchogram obtained on extension appearance of a 
of the body. tube that is kinked 


(Fig. 2). The baby 
was then extended, when the lipiodol ran on freely and 
an effective bronchogram resulted (Fig. 3). 

It would seem that in the flexed foetus with 
unexpanded lungs there is a definite obstruction of the 
main bronchi, which appeared radiologically to be 
kinked. 

This phenomenon cannot be reproduced once the 
lungs have been expanded, and it may be the reason why 
foetal lungs are not fully expanded by liquor amnii, in 
utero, where respiratory effort undoubtedly takes place. 

Further investigation of this apparent obstruction is 
being undertaken, using cineradiographic techniques. 
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A Case of Aspergillosis Treated with 
Nystatin 


Aspergilli are ubiquitous in nature, and Aspergillus 
fumigatus is the member of the genus that is most often 
associated with disease in man. 

In the United States and in France pulmonary asper- 
gillosis constitutes a known occupational hazard for 
those who work with straw, grain, and flour—materials 
which, in nature, are apt to be heavily contaminated 
with fungal spores. Hinson et al. (1952), who reported 
a series of eight cases in this country, noted that seven 
of the eight had close contact with grain, flour, or other 
vegetable matter. 

Aspergillosis is a comparatively rare disease in Great 
Britain, although a number of cases of pulmonary 
infections have been reported in the literature during 
the past decade. It is usually a secondary infection, 
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complicating an existing disease of the lungs. The 
fungus is able to invade areas of devitalized lung tissue 
in such diseases as bronchiectasis, tuberculosis, and 
carcinoma. 

Although a small number of cases of primary 
infection, usually in the form of localized mycetomas 
which are amenable to surgical removal, have also been 
described (Hinson et al., 1952 ; Bruce, 1957), the danger 
of pulmonary aspergillosis as a secondary infection has 
become more prominent with the widespread use of 
antibiotics and chemotherapeutic agents in the treatment 
of bacterial infection of the lungs. These drugs suppress 
the growth of bacteria in chest lesions, thereby leaving 
the tissue open to infection with fungi. Such cases have 
been reported by Abbott ef al. (1952), Rankin (1953), 
Hiddlestone et al. (1954), and Darke et al. (1957). 


This paper records the successful treatment, with 
nystatin, of a secondary infection due to A. fumigatus 
in a long-standing pyopneumothorax. Nystatin is one 
of the recently available antifungal agents. 


CasE REPORT 


A nurse aged 36 was diagnosed, in 1950, to be suffering 
from chronic pulmonary tuberculosis. After antituberculous 
chemotherapy and an unsuccessful artificial pneumothorax, 
the lower lobe of the right lung, in which a cavity was 
present, was resected a year later. A bronchopleural fistula 
developed soon after operation, the upper and middle lobes 
of the right lung became completely atelectatic, and, as the 
closure of the fistula was considered impracticable, a 
pyopneumothorax soon became established. The fistula has 
remained open and the patient has continued to cough up 
varying amounts of sputum ; this was considered to come 
mainly from the pyopneumothorax. The left lung showed 
only small scattered areas of fibrotic tuberculous disease, 
which had not materially changed during the previous 
seven years. 

Tubercle bacilli were cultured from the sputum and from 
the pus in the intrapleural cavity at intervals during the 
previous seven years, and there were recurrent episodes of 
secondary bacterial infections of the pyopneumothorax. 
Amyloid nephrosis was diagnosed in 1955 and has remained 
unchanged clinically since that time. 

Six months before the present episode the patient was 
admitted to hospital with a secondary pneumococcal infec- 
tion of the intrapleural cavity. This responded to treatment 
with systemic tetracycline, and the volume of sputum was 
reduced from 6 to 1 oz. (170 to 28 ml.) a day. She was 
discharged home and remained well for four months. When 
the current episode of secondary infection began she was 
treated at home by her own doctor with chlortetracycline, 
250 mg. four times a day for 16 days, but in spite of this 
her condition deteriorated and she was readmitted to hospital 
in March, 1957. 

Examination showed an obviously ill woman. She had 
a swinging temperature of 98-100° F. (36.7-37.8° C.) and 
was producing about 15 oz. (425 ml.) of mucopurulent 
sputum a day. 

A. fumigatus was isolated in pure culture on three occa- 
sions from the sputum and once from the intrapleural pus 
before treatment was begun. It was therefore considered to 
have established itself in the pyopneumothorax, and, as it was 
sensitive to nystatin in vitro, we decided to try to control the 
infection with this substance. 500.000 units of finely divided 
amorphous nystatin was suspended in 4 ml. of distilled water 
immediately prior to use, and was given by intrapleural 
instillations on successive and later on alternate days, as 
shown in the Chart (see next page). A total of 15.5 million 
units was given in 38 days. 

No side-effects were noted during treatment. This was 
probably due to the fact that nystatin was not absorbed into 
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the blood stream, since it could not be detected in samples 
of blood taken one, two, and three hours after the intra- 
pleural instillations. At the end of the first week of treat- 
ment with nystatin alone, the volume of sputum produced 
had fallen to 6 oz. (170 ml.) a day—that is, to less than 
half the pre-treatment volume, but this progress was not 
continued in the second and third weeks. Staphylococcus 
aureus was found also to be present in the pyopneumothorax 
and therefore it was decided to treat the staphylococcal 
infection with daily intrapleural instillations of 0.5 g. of 
chloramphenicol (see Chart), as well as continuing the treat- 
ment with nystatin. With this combined treatment the 
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although one of the diamidines has been shown to have 
a fungistatic effect in vitro (Hinson et al., 1952). Librach 
(1957) treated a case with several antibiotics and with 
intravenous hydroxystilbamidine without any clinical 
improvement. Darke et al. (1957) found that the strain 
of A. fumigatus isolated from their case was resistant 
in vitro to p-aminobenzoic acid, isoniazid, and the com- 
monly used antibiotics. They noted also that the fungal 
growth was not stimulated by small concentrations of 
antibiotics. Riddell (1956) states that the inhalation of 
nystatin, brilliant green, and hydroxystilbamidine is 

effective in suppressing or removing A. 











STAPH. AUREUS 4 + ae waite = & — fumigatus from the bronchial secretions. 
H WICOL Nystatin is one of the two antifungal 
ni ipa alas HHH agents produced by Streptomyces noursei 
£. FUMIGATUS + + -+#+#- -—-+4+ - -- (Rrown and Hazen, 1955). It is stabie as 
a dry powder and insoluble in water. 
aces HHH ded ded It has proved of value in the treatment 
: = = =) = = = of superficial monilial infections, but is 
DAYS OF TREATMENT less effective in the treatment of 
superficial dermatophyte infections. It 
— has no antibacterial activity, it does not 
interfere with the activity of antibacterial 
VOLUME jot agents, and its antifungal activity is 
epuTun maintained in the preserice of bacteria 
ounes 8 (Stewart, 1956). 
— It is of interest that, although the 
. t/jj es = 


fungus isolated from our case developed 


Chart showing the effect of treatment on the bacteriological findings and on the in-vitro resistance to nystatin in the 


volume of sputum. Chloramphenicol: each arrow represents 0.5 g. 


each arrow represents 500,000 units. 


temperature settled and the volume of sputum was reduced 
to | oz. (28 ml.) a day. The patient's condition was im- 
proved both subjectively and objectively. 

A. fumigatus was not isolated from 19 specimens of 
sputum examined in the next three months. The 
pyopneumothorax later became infected with Staph. aureus 
of a different bacteriophage type. 


BACTERIOLOGY 


The identity of the fungus was confirmed by colonial 
appearance and slide-culture technique. After the diagnosis 
of aspergillosis was made further specimens were cultured 
on malt-tellurite agar (Riddell, 1951) as well as on blood 
agar, and incubated at 37° C. for 48 hours. The value of 
the malt-tellurite agar was appreciated when the patient 
became infected with Staph. aureus as well as with A. 
fumigatus. On the malt-tellurite agar there was complete 
suppression of the bacterial growth and the mould was iso- 
lated in pure culture, whereas on the blood-agar plate the 
mould was completely overgrown by a heavy growth of 
Staph. aureus. 

The sensitivity of the fungus in vitro to nystatin was 
demonstrated by placing a disk containing 100 units of 
nystatin in the centre of an inoculated blood-agar plate. A 
zone of inhibition of growth was apparent after incubation. 

All strains isolated from the patient, including those ob- 
tained during treatment, were initially sensitive to nystatin, 
but the fungus acquired in vitro resistance to nystatin after 
only two or three subcultures in the laboratory. 

Nystatin was shown to be present in the sputum by placing 
a small volume of sputum into a central cup that was cut 
out of a blood-agar plate inoculated with the mould, noting 
the zone of inhibition after incubation. 


COMMENT 


Several drugs have been used in the treatment of 
pulmonary aspergillosis. Iodides, neoarsphenamine, and 
diamidines have been used without therapeutic effect, 


Nystatin: Jaboratory, the patient was treated for 
38 days without the emergence of a 
nystatin-resistant strain. In this case 

nystatin was introduced into an infected cavity, but its 
value in the treatment of cases of systemic aspergillosis 
may be limited, as it is not apparently absorbed in 
detectable amounts into the blood stream. 


It is probable that in this case A. fumigatus established 
itself in the pyopneumothorax as a result of fairly pro- 
longed treatment over 16 days with chlortetracycline—a 
broad-spectrum antibiotic. 


We are grateful to Dr. H. Midgeley-Turner for permission 
to publish this case. We thank Dr. G. S. Wilson. Dr. E. H. 
Gillespie. and Dr. J. E. M. Whitehead for helpful criticism 
and advice, and Mr. N. Saxby for technical assistance. 


L. K. MANNING, M.B., M.R.C.P.Ed., 
Senior Registrar to the Sheffield Chest Service. 


L. Rosertson, B.M., Dip.Bact., 


Assistant Bacteriologist, Public Health Laboratory Service, 
City General Hospital, Sheffield. 
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CARDIOVASCULAR REFLEXOGENIC AREAS 


Reflexogenic Areas of the Cardiovascular System. By. C. 
Heymans, M.D., and E. Neil, M.D., D.Sc. (Pp. 271; 
illustrated. 56s.) London: J. and A. Churchill, Ltd. 1958. 


This book contains an excellent and critical examination 
of the evidence for the existence and function of 
sensory receptors in the cardiovascular system. The 
discovery of the reflex function of the carotid sinus by 
Hering in 1924 led to the publication within the next 
10 years of a number of monographs on the subject. 
Since then a vast amount of work has appeared on the 
pressure-receptors and chemoreceptors of the carotid 
sinus and aortic arch. In addition, recent investigations 
have shown that small groups of these specialized 
receptors are to be found at other points along the 
common carotid arteries. And there is evidence 
histological, pharmacological, and physiological—of the 
existence of other sensory receptors in the atria and 
ventricles of the heart, and in the lungs, excitation of 
which also causes reflex changes in the circulation and 
breathing. The scope of the material to be considered 
on the afferent sensory side of these reflexes has 
therefore been greatly enlarged, particularly as a result 
of the use of electrophysiological methods for recording 
single nerve-fibre activity. On the motor side there 
have also been a number of developments, among which 
may be mentioned the increasing realization that 
measurements of blood flow and cardiac output may be 
of greater physiological interest than measurements 
of arterial pressure, that anaesthetics may modify 
cardiovascular responses in various ways, and that the 
chemoreceptors may exert little, if any, effect on heart 
rate during systemic anoxia. These and the very 
numerous pharmacological observations on the subject 
comprise a formidable body of evidence documented 
by more than 1,000 references. The authors deserve 
congratulation for the orderly way in which they have 
handled this vast quantity of material, which comes to 
life in their hands as an exposition of the progressive 
development of the subject, on many fronts 
simultaneously. 

This is not a simple book, but it contains so much 
information and deals with such a wide variety of 
experimental methods that it deserves, and will surely 
get, very close attention. Although it is expensive, it is 
beautifully produced, and the illustrations testify to the 
very high standard that has been demanded, both 
experimentally and in reproduction. This scholarly 
appraisal of the subject fills a gap left over the last 
25 years 





G. S. DAwWEs. 


VEINS OF THE UPPER LIMB 


Etude Radiologique de la Circulation Veineuse du: Membre 
Supérieur (Sujet Normal). By Ercole Lavizzari and Valerio 
Ottolini. Prefaces by R. Fontaine and F. Perussia. 
Adaptation and translation by J. Bories and D. Dilenge. 
(Pp. 122+x; illustrated. 2,400 fr.) Paris: Masson et Cie. 
1958. 
Most of the pioneer work on the radiology of blood 
vessels was done in European universities, particularly 
in those of Portugal and of France. The study under 
review was made in Italy, in what Professor Fontaine 
describes in his preface as “cette belle et féconde 
Université de Milan.” It consists of phlebographic 
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findings in the upper limbs of normal subjects and fills 
a great need, for, although the venous circulation of the 
lower limb has been extensively studied, that of the 
upper limb has been neglected. The monograph is 
divided into sections describing the methods used and 
the appearances of the phlebograms obtained in the 
hand, forearm, elbow, arm, and axillary and subclavian 
regions. The radiographs are excellently reproduced, 
and some of the methods used to obtain them new and 
ingenious. The phlebograms of the axillary and 
subclavian regions are particularly impressive. The 
method used should be of great help in the diagnosis 
of obscure causes of venous obstruction in the upper 
limb and root of the neck, for it enables the subclavian 
and innominate veins to be shown in a way in which 
none of the older techniques succeeded. It will be 
useful also to have the normal appearances which the 
authors reproduce available for comparison with the 
findings in patients. 

The authors are to be congratulated on a beautiful 
and useful study. Their book should be bought by all 


surgeons interested in the treatment of vascular 
disorders, and by the radiologists who help with 
diagnosis. It will fill a permanent place as a work of 


reference as well as a stimulus to further study of the 
abnormal venous circulation. 
J. B. KINMONTH. 


STATISTICAL THEORY 


Statistical Theory: The _ Relationship of Probability, 

Credibility and Error. An Examination of the Contemporary 

Crisis in Statistical Theory from a Behaviourist Viewpoint. 

By Lancelot Hogben, F.R.! (Pp. 510. 45s.) London: 

George Allen and Unwin. 1957. 
Professor Hogben starts this book by scenting out a 
crisis in current statistical theory, and ends it by 
reaching pessimistic conclusions about the value of 
statistics that make him feel isolated from the bulk of 
his intellectual contemporaries. While we may admire 
the courage and approve the sincerity of his views, we 
may yet deplore the unnecessary despair. Much 
controversy about principles and foundations there 
certainly is in mathematical statistics, and there is 
often disagreement as to the appropriateness and 
interpretation of various’ practical procedures. 
Nevertheless, it would be unwise to reject methods 
found by experience to be rewarding if cautiously 
applied. Professor Hogben’s analysis of statistical 
theory leads him to believe that most “ cookery-book ” 
statistics is virtually useless. While dissenting from 
such extremism, most statisticians would agree that 
care and common sense are required. A statistically 
significant result is, as Hogben implies, a clue for 
further exploration, not a final achievement. But the 
fact that some unimaginative investigators seize on 
Statistical analysis as a substitute for genuine scientific 
research is no ground for discarding an extremely useful 
tool of proved worth. 

This book is not an elementary introduction to 
statistical theory for beginners, nor is it a comprehensive 
philosophical analysis of current controversy such as 
might interest professional statisticians. Nevertheless, 
it does contain a great deal of shrewd criticism, with 
much of which I am inclined to sympathize. The chief 
value of the book lies in its skilful and persuasive 
presentation of the sort of criticisms apt to be made 
by highly intelligent and mathematically minded 
scientists who contemplate the use of statistical methods. 
Professional statisticians should know how to handle 
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these objections, which Professor Hogben puts forward 
with great force and clarity. Statistical examiners may 
also find the book useful as a source of quotations on 
which to base essay and discussion questions. 


NorMan T. J. BAILEY. 


THE EXCITABLE CORTEX 

The Excitable Cortex in Conscious Man. By Wilder Penfield, 

O.M., C.M.G., Litt.B., M.D., D.Sc., F.R.C.S., Hon.F.R.C.P., 

oa (Pp. 42. 10s. 6d.) Liverpool: University Press. 
This is the fifth Sherrington Lecture, which is given 
biennially at Liverpool University. In it Professor 
Penfield has taken the opportunity to generalize upon 
his prolific observations on the effects of stimulating 
the exposed cerebral cortex in man. The major part 
of the lecture deals with his concept of a 
“ centrencephalic ™ organizing mechanism. He 
concedes that the idea that in the high brain-stem there 
is a functional organization responsible for initiating 
and sustaining the integrative activity of the whole of 
both hemispheres is still no more than a reasonable 
hypothesis on the present facts, and it is good to see 
that he no longer refers to this area as the highest level, 
for there was much hostility to this use of Jackson's 
phrase. The cause for the debate which centres round 
this point of Penfield’s is clear in the sentence on page 
16: “Under normal conditions, when the action is 
‘willed’ by the individual, the streams of impulses 
must, it seems, originate in the centrencephalic system 
of the higher brainstem, and pass out to precentral 
gyrus.” It is upon the difference between the 
origination or modification of mental activity by 
midbrain structures that the issue rests. 

This lecture is an introduction to one of the most 
exciting advances in knowledge of human behaviour 
of our lifetime. It is written simply for a heterogeneous 
audience, but simplicity of exposition must not be 
confused with simplicity of interpretation. 


DENIS WILLIAMS. 


THE FIRST ENGLISH WOMAN DOCTOR 
Elizabeth Garrett Anderson. By Jo Manton. (Pp. 96; 
pee 6s. 6d.) London: Adam and Charles Black. 
This little book of 96 pages gives a brief but readable 
account of the life of the first woman to study medicine 
and obtain a_ recognized medical qualification in 
England. Elizabeth Garrett heard Elizabeth Blackwell 
tell of her hard struggle to obtain qualification in 
America, and she was at once fired by ambition to 
become a doctor. How by persistence and persuasion 
she gradually overcame the obstacles in her path is a 
story that should be read by women for its 
encouragement and by men for a chastening of their 
self-esteem. The climate of opinion has changed so 
much that it is difficult to realize that it was not till 1908 
that the College of Surgeons consented to admit women 
to their examinations. By demonstrating conclusively 
that a woman could at the same time be a charming 
personality, a loving wife, a faithful mother, a loyal 
citizen, and a good doctor, Elizabeth Garrett 
Anderson proved that the arguments against the 
practice of medicine by women had little weight. But 
it should be remembered that her father and her 
husband were her strong supporters. 
ZACHARY COPE. 
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Nat onal Physical Laboratory Symposium No. 8. Visual 
Prob'ems cf Colour. A Symposium held at the National 
Physical Laboratory on September 23, 24, 25, 1957. 2 vols. 
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Cyclopropane Anesthesia. By Benjamin Howard Robbins, 
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Animalibus. By William Harvey, M.D. An English translation 
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Gustav Fischer. 1958. 

Uber die Tuberkulise Erkrankung des Weiblichen Genitale. 
By Harald Kreibich, M.D. (Pp. 172+viii; illustrated. 
DM. 17.70). Jena: Gustav Fischer. 1958. 


Medulloblastoma. By Benjamin L. Crue, jun., L-C.D.R., M.C., 
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ASPIRIN PLAIN AND BUFFERED 


Probably aspirin is consumed in larger quantities 
than any other therapeutic agent, for it is 
an effective analgesic which can be bought 
over the counter without a doctor’s prescription. 
Various modifications of ordinary aspirin tablets 
have been marketed, though some of them 
amount to little more than the giving of a trade 
name. Among the genuine modifications there are 
three main varieties, if we leave on one side compound 
tablets in which aspirin is not the only analgesic used. 
The first is when aspirin is dispensed as soluble 
The second is when alkalis or buffers are 
added to the aspirin tablet. The third is when the 
aspirin is prepared as enteric-coated tablets. All 
three modifications are designed primarily to prevent 
the gastric symptoms which sometimes follow the 
taking of aspirin by mouth. It is commonly believed 
that these gastric symptoms are due to the direct 
irritant action of aspirin on the stomach. Aspirin 
is poorly soluble in water (about | in 300), but in the 
presence of water it hydrolyses into acetic and 
salicylic acids; this hydrolysis can proceed if the 
aspirin is stored in a damp atmosphere or is 
prescribed in an aqueous vehicle. Salicylic acid is a 
strong irritant, so on general principles it may be said 
that aspirin tablets should be kept in moisture-proof 
containers, not carried loose in envelopes in pockets 
or handbags. Likewise, certain time-honoured 
remedies, such as the mixture of aspirin and nepenthe 
found in many hospitals as a stock remedy, are best 
given up. 


aspirin. 
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“Soluble” aspirin tablets are made by 
incorporating calcium carbonate and citric acid into 
the tablet; when the tablet is dropped into water 
these two substances react with effervescence and 
disperse the aspirin in a fine suspension. Many 
physicians believe that when a patient is to be given 
large doses of salicylates for a long time a “ soluble ” 
aspirin is better than a plain tablet. However, there 
is far from general agreement that aspirin is directly 
irritating to the gastric mucosa. .A. H. Douthwaite 
and G. A. M. Lintott' examined sixteen patients by 
gastroscope after ingestion of aspirin and found that 
the majority showed localized inflammatory reactions, 
varying from slight to intense hyperaemia and even 
to the development of submucous haemorrhage. 
These reactions occurred where small particles of 
aspirin became embedded in the folds of the gastric 
mucosa, just as G. Forssell* has described food particles 
embedded there, a phenomenon attributed to a 
gripping action of the muscularis mucosae. A small 
additional group of patients were studied after 
ingestion of “ soluble” aspirin, and the reaction was 
slight or absent. By contrast, S. Wolf and H. G. 
Wolff? did not observe any reaction to aspirin dusted 
on to the exposed mucosa of their subject “ Tom,” 
a man with a permanent gastrostomy, and W. D. 
Paul* was unable to find any evidence of aspirin 
gastritis in the course of more than 100 gastroscopic 
examinations. In support of Douthwaite and 
Lintott’s view are A. Muir and I. A. Cossar’s’ careful 
studies of the gastric mucosa in patients given aspirin 
two hours before partial gastrectomy. Examination 
of the operation specimens showed erosive gastritis in 
12 out of 20 after administration of plain aspirin 
compared with only 2 out of 20 after “soluble” 
aspirin. 

H. F. Lange® has shown that positive tests for 
occult blood in the faeces are frequently obtained 
in patients receiving aspirin by mouth and there is 
no difference between plain and “ soluble” aspirin. 
These observations have been confirmed by British 
and Dutch workers.’ * Lange concludes that “even 
with the most soluble and most easily dispersed 
salicylic acid preparations it is not possible to avoid 
irritating the gastric mucosa to the extent of causing 
occult bleeding. This irritation can be reduced 
markedly if the tablets are taken after meals.” 

The demonstration that aspirin in coarsely 
particulate form may cause localized areas of erosive 
gastritis is by no means an explanation of the gastric 
symptoms—pain, nausea, vomiting—which subjects 
occasionally experience with small doses of aspirin. 
It has become plain in recent years that extensive 
gastritis can occur without any gastric symptoms, 
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while conversely the clinical picture of “ gastritis ” 
is often seen in patients with no demonstrable 
pathological lesion of the gastric mucosa.’ '® This 
leads to the hypothesis that the gastric symptoms of 
aspirin are due to the central actions of the drug 
rather than to the local. It is well known that a 
considerable proportion of patients experience nausea 
and vomiting when on large doses of the drug, and 
C. M. Caravati and E. F. Cosgrove"! have shown that 
salicylates are somewhat more likely to produce 
nausea and vomiting when given intravenously than 
when given by mouth. It is certainly possible that 
among the small proportion of patients who 
experience gastric symptoms after taking a single dose 
of two or three tablets of aspirin there are some who 
have an individual sensitivity to it which operates 
centrally. In other cases suggestion may play the 
major part, a patient who has once vomited with one 
particular brand being convinced he will always do 
so in future—and actually Coing so, if he is aware 
of what he is taking. 

An attempt to diminish the gastric symptoms 
caused by aspirin has been to combine aspirin with 
an antacid in the same tablet, thus producing 
so-called “buffered” aspirin. W. D. Paul and 
his colleagues'? added  dihydroxyaluminium 
aminoacetate and magnesium carbonate to aspirin, 
and reported that these buffered tablets caused less 
gastric distress than plain aspirin. Favourable 
reports followed from other workers.'* '* However, 
two recent studies cast grave doubt on the claimed 
advantages of buffered aspirin. In the first, R. C. 
Batterman'’ reports the results of careful comparative 
studies, which embraced short-term therapy, single- 
dose studies, and single-day studies. In the short- 
term therapy study, 76 patients with painful arthritis 
were allotted at random to treatment with either plain 
or buffered aspirin for a period of three weeks. 
Satisfactory analgesia was obtained in a similar 
proportion of patients in each treatment group, and 
there was no indication that analgesia occurred more 
swiftly with the buffered preparation. The proportion 
of patients with gastric symptoms was also similar 
in the two treatment groups. Likewise, no difference 
in Clinical response to the two preparations was found 
in the one-day and single-dose studies. Finally, 
salicylate levels in the blood plasma were measured in 
112 subjects to study the speed of absorption with 
the two preparations, and no significant difference was 
found. Batterman therefore concludes that “ these 
antacids serve no useful purpose as constituents of 
the tablets studied.” In an equally careful study, 


G. A. Cronk"* also found no significant difference 
between plain and buffered aspirin in analgesic action, 


incidence of side-effects, and salicylate levels in the 
blood. Taken together, these two studies appear to 
dispose of the claims which have been put forward 
in support of buffered aspirin tablets. 

Yet another attempt to reduce gastric side-effects 
of aspirin is the use of enteric-coated tablets. Such 
tablets, if they are to fulfil their aim, must be very 
well made. On the one hand, they must not 
disintegrate while in the stomach or the whole point 
of their use is lost; on the other, they must not 
travel intact through the gastro-intestinal tract, or one 
might as well swallow an inert placebo. The practical 
difficulties of making a coated tablet which satisfies 
both these requirements are considerable, if indeed 
they can ever be overcome with absolute certainty, 
and the additional cost is a major disadvantage for a 
drug as widely used as aspirin. It is true that Lange 
in the work already mentioned found a lower 
incidence of positive occult-blood tests with coated 
tablets of aspirin, but he himself comments on 
the difficulties of making an effective coated 
tablet. 

A further example of ingenuity was the 
introduction of a tablet containing glycine intimately 
mixed with aspirin. Owing to the great solubility of 
glycine, such a tablet rapidly disintegrates when 
placed on the tongue, a property which has been 
named “ flash dispersal.”'’ The observations of Lange 
showed no difference in the liability to occult blood in 
the stools between such a preparation of aspirin and 
ordinary tablets, so it is doubtful if there can be much 
relief from gastric irritation in the strictly pathological 
sense. , 

What conclusions can be drawn ? The first is that 
aspirin tablets are best supplied and dispensed in a 
pack which keeps them free from moisture, as for 
example in a strip-pack of metal foil ; and a corollary 
is that aspirin should not be prescribed in an aqueous 
mixture. Secondly, the tablets themselves should be 
formulated so that there is fine dispersion on 
disintegration ; the so-called soluble aspirin is one 
preparation which achieves this. Thirdly, aspirin 
should never be taken on an empty stomach but only 
after meals, when the stomach wall is partly 
protected by food. In advising these precautions, 
physicians should bear in mind that they are aiming 
to reduce the liability to erosive gastritis (which is 
usually symptomless) rather than hoping to achieve 
complete freedom from “ gastric side-effects,” which 
may have their origin centrally in the nervous 
system. It is the failure to distinguish between the 
two which has frequently caused confusion when the 
action of aspirin on the stomach has been the subject | 
of study or discussion. 
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PREVENTING RECURRENCES OF 
RHEUMATIC FEVER 


The incidence of acute rheumatic fever is declining, 
partly, perhaps, because of improved nutrition and 
better social conditions, partly because of the wise 
and prevalent practice of treating streptococcal 
tonsillitis with an antibiotic, and partly for unknown 
reasons, but acute rheumatic fever still occurs, and 
still causes serious permanent crippling heart disease. 
Although we cannot say exactly how much damage a 
recurrence of rheumatic fever does to an already 
damaged heart, it is clearly desirable to prevent 
recurrences if we can. If there is no evidence of 
carditis after an attack of rheumatic fever, it is 
equally or even more desirable to prevent damage by 
another attack. The best drug to give is penicillin.’ 
The usual form of penicillin used for prophylaxis 
consists of tablets of penicillin G, one tablet of 
200,000 units given twice a day. This costs about 
2s. 2d. a week, but the value of the prevention of 
rheumatic fever can hardly be expressed in terms 
of cash. There are two difficulties. The tablets 
deteriorate unless they are kept in an airtight tin, 
and not all patients can be relied on to take them. 
As a result various workers have advocated a 
single intramuscular injection of 1,200,000 units of 
benzathine penicillin G each month. Injections, 
however, are not popular with children, and there is 
a higher incidence of allergic reactions than with oral 
penicillin. Chancey and colleagues? found a reaction 
rate of 5.2% with intramuscular benzathine penicillin 
G, as compared with 1.1% with the oral method. 
The duration of continuous prophylaxis to be 
aimed at is a matter of opinion. The American 
Heart Association® recommended “continuous 
prophylactic penicillin throughout life, or until new 
knowledge makes this recommendation invalid.” 
The Royal College of Physicians Committee* 
recommended that it should be given “ for five years, 
or till leaving school, whichever is the longer” ; 
Bywaters and Thomas agree with this advice. 
While the usual relapse rate found with continuous 
prophylactic penicillin is about 4%, the rate without 
such treatment is likely to be anything from 40 to 
70%. In this connexion a recent paper by R. A. N. 
Hitchens’ contains much interesting information. 
Hitchens describes the incidence of recurrences of 
theumatic fever in 470 Cardiff schoolchildren 
attending a school rheumatic clinic. They had all 


1 Bywaters, E. G. L., and Thomas, G. T., Brit. med. J., 1958, 2, 350. 
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* American Heart Association, Circulation, 1955, 11, 317. 

* Royal College of Physicians, Rheumatic Fever Committee, 1957, London. 

* Hitchens, R. A. N., Ann. rheum. Dis., 1958, 17, 293. 





PREVENTING RECURRENCES OF RHEUMATIC FEVER BRITISH 351 


MEDICAL JOURNAL 





had rheumatic fever with carditis, and came under 
observation between 1931 and 1950, before penicillin 
prophylaxis was used. Recurrent episodes occurred 
in abcut a third during the period of observation. 
There were recurrences in 47% of those under 
supervision from the onset of rheumatic fever to 
school-leaving age, and in 54% of those who were 
observed continuously for three years or more after 
the onset. Hitchens found a significant incidence of 
recurrences in the summer months, indicating that 
penicillin must be given summer and winter. An 
important finding was that there was a risk of the first 
recurrence as long as seven years after the initial 
attack ; the risk diminished only slightly after the 
first four years. Among children observed from the 
onset to school-leaving age, cardiac abnormalities 
were found at the end of the period of observation 
in 74% of those who had recurrences and 61% of 
those who did not. It would be interesting to know 
the corresponding incidence of carditis in those who 
initially had no evidence of carditis and who had 
penicillin prophylaxis, and the incidence in a similar 
group who had no penicillin, but we have no 
information on this point. Hitchens’s paper supplies 
further good evidence that when a child has had 
rheumatic fever continuous penicillin prophylaxis 
should be given for many years to prevent 
recurrences. 








TOBACCO SMOKING AND RESPIRATORY 
DISEASE 


The evidence that tobacco causes disease of the 
respiratory tract is now based on many different types 
of study—clinical, chemical, pathological, statistical. 
Doctors have long known that smoking predisposes to 
“ chestiness,” and on clinical grounds suspected that it 
might be a cause of lung cancer before the statisticians 
came along with their compelling data. Fresh 
evidence continues to appear from a wide variety of 
studies that tobacco plays some part in the aetiology 
both of inflammatory and of malignant disease. In our 
opening pages this week Professor E. L. Wynder, of 
New York, reviews many of the experimental attempts 
made to discover carcinogenic substances in tobacco tar 
and smoke. These are still in the early stages ; though 
they show that substances carcinogenic to mice occur as 
products of burnt tobacco, much work has yet to be 
done to define their action in man. An important 
practical consequence of such laboratory researches 
could be the modification of tobacco, or of the way it is 
smoked, so that it becomes less harmful. Professor 
Wynder believes that though reduction of the tar content 
of cigarettes by manufacturers—a trend he has observed 
in the U.S.A.—will not prevent a smoker from 
developing lung cancer, “ present evidence indicates that 
it will reduce his chances of developing this disease.” 


1 Hammond, E. C., Brit. med. J., 1958, 2, 649. 
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[he usefulness of a filter in this connexion depends on 
its capacity to lower the total tar content of the smoke. 

[he tobacco itself also acts as a filter, whose etfec- 
tiveness diminishes as the tobacco burns away. This 
fact has been suggested as a possible explanation of 
why lung carcer is less’ prevalent in the U.S.A. than 
in Great Britain, though the average consumption of 
cigarettes in the two countries is much the same. This 
week Dr. R. Doll and Professor Bradford Hill throw 
some light on the problem with the help of colleagues 
in the Social Survey Division of the Central Office of 
Information. The Social Survey collected the butts of 
smoked cigarettes from a sample of men and women in 
England and Wales. In all 71 smokers sent in 772 
butts, and the average length of them was 18.7 mm 
This is compared with an average length of 30.9 mm 
of butts collected in the American investigation reported 
recently in this Journal by Dr. E. Cuyler Hammond. 
Clearly if these figures are representative of cigarette 
butts in the two countries, and have been for perhaps 
twenty years, they suggest that Britons have indeed 
been breathing larger quantities of carcinogenic material 
and that this might account for the higher incidence of 
lung cancer. 

One of the difficulties of investigating the relationship 
between smoking and disease is the large number of 
other variables which interfere with respiratory 
physiology—for example, age, air pollution, weather, 
infections, and predisposition to bronchospasm. Some 
of these may change from day to day, or even from 
hour to hour. A typical day in the life of a smoker 
with respiratory symptoms may start with a quarter of 
an hour of wheezing and hawking. Then, provided 
there is no fog, he is comparatively free of symptoms 
until the early evening, when his symptoms return, 
particularly if he slumps in an armchair. During the 
night he may wake with paroxysms of coughing. His 
chest may be completely clear during the summer 
months. If reliable conclusions on the effect of smoking 
are to be drawn from tests of physiological function, 
selected subjects must be very carefully studied and be 
sufficiently numerous to offset statistical errors. Ideally, 
the tests should cover lung volumes. mixing efficiency, 
ventilation, and diffusing capacity under standard 
conditions, but this would be practicable only in a 
small sample. As a compromise, a simple test of 
ventilatory capacity might be adopted, which would 
be intended to measure the degree of obstruction to 
iir-flow produced by tobacco smoke, principally in 
terms of excessive mucus, mucosal oedema, and 
bronchospasm. Two such tests are at present under- 
going extensive trials; both are easily and quickly 
performed and are applicable to large surveys. In one, 
the maximal mid-exploratory flow rate is recorded by 
breathing out fast through a portable flow-meter. The 
other method, used by Dr. I. T. T. Higgins in his studies 
reported at p. 325 of the Journal this week, takes into 
account the maximum volume of air which can be 
expired forcibly in three-quarters of a second, using 


a spirometer with an electronic timer. The mean of 
three readings is multiplied by 40 and is expressed as 
the indirect maximum breathing capacity. The test is 
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reliable, as has been repeatedly observed, and when 
applied to large series of smokers and non-smokers 
was found by Higgins to reveal an estimated reduction 
of 9 litres per minute, or about 10%, in the smokers. 
Curiously, no significant downward trend with increasi 
tobacco consumption could be detected. These studies, 
in conjunction with those that Higgins refers to, show 
that tobacco smoking interferes with pulmonary 
ventilation 


SKIING AND THE ADRENALS 


At this time of year, when many people travel abroad 
in search of sun and snow, medical journals are apt to 
draw attention to the hazards of winter sports.' By no 
means all the returning sportsmen, however, are encased 
in plaster, and many are only too eager to testify to the 
invigorating effects of the holiday. Those who are 
physiologically inclined will be especially interested in 
the hypothesis advanced by Dr. L. G. C. E. Pugh at 
p. 342 that skiing acts as a beneficial stimulant to the 
adrenal cortex. He took the opportunity, during a 
skiing holiday, of measuring the eosinophils in three 
subjects before and at the end of the day’s exertions. 
There was always an eosinopenia after exercise, and in 
general this was most marked after long periods of 
skiing. The response tended to fall off as the subject 
became fit, and a similar effect was noted when one of 
the subjects performed a series of eight-mile runs. Pugh 
compares these results with a previous study on Channel 
swimmers, in whom he found a virtual disappearance 
of eosinophils accompanied by a great increase in 
urinary corticoid excretion. By contrast, short bouts 
of exertion, even to the point of exhaustion, had very 
little effect on the eosinophil count. 

Besides its purely topical interest, this study may 
provide an answer to some of the apparent paradoxes 
of adrenal function discussed not long ago in these 
columns.* While it is agreed that the stresses of strong 
emotion and major trauma are associated with increased 
adrenocortical activity, it has not been possible to 
demonstrate a similar response even after severe 
exertion. The well-known studies of G. W. Thorn 
and his group* on the Harvard boat crew, in which 
cox and coach had the same increase in adrenal activity 
as the oarsmen, merely underlined the importance of 
emotional factors. But even when these were excluded, 
as in troops on a 15-mile route march,‘ there was no 
rise in urinary corticoid excretion. Pugh’s results show 
that duration of exercise and fitness of the subject must 
be taken into account. A short bout of intense physical 
activity in an unfit individual is no more of a stimulus 
than a cross-country run in a trained athlete. Conditions 
must be carefully chosen, and it is likely that the success 
of the present experiment is due in part to the additional 
stressor effects of cold, hypoxia, and altitude. There 
may indeed be a link here with the finding of P. C. B. 
MacKinnon and her colleagues* of decreased palmar 


1 See annotation. Brit. med. J., 1959, 1, 159. 

2 Brit, med. J.. 1958. 2, 496 

3 Hil, S. R., et al., Arch. intern Med.. 1956, 97, 259 

*Conmll, A. M.. et al , Acta Endocrinol . 1958, 27, 179 

5 MacKinnon, Pamela C. B., MacKinnon, I, L., and Williams, E. S., Brit. 
med. J., 1959, 1, 199 
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sweating, tentatively attributed to adrenal overactivity, 
at high altitudes. It should be possible to study these 
various factors under laboratory conditions, especially 
the influence of training on adrenal activity. Is this, for 
example, related in any way to the process of 
acclimatization ? If such work is undertaken it 
would be as well to use biochemical methods for 
measuring adrenocortical function, since the eosinophil 
response may not be a sufficiently specific index. 


ARCTIC ANAEMIA 


Climate and temperature are not usually considered to 
be factors that influence the blood count. But R. W. 
Christie’ has reported that anaemia occurred in all six 
members of an expedition engaged on scientific work 
on the central Ice Cap of Greenland. The drop in blood 
values was quite large ; the average red-cell count fell to 
3,700,000 per c.mm. in the second week and the haemo- 
globin level to 10.8 g. per 100 ml.; the mean corpuscular 
haemoglobin fell to a minimum of 23.2 ug., compared 
with the normal range of 27.3 pug. On the Greenland 
Ice Cap the altitude varied from 1,000 to 3,600 metres, 
but this would be expected to increase red cells and 
haemoglobin rather than cause a fall. The members of 
the expedition were living under field conditions in 
spring climates. The temperature varied from 1° to 
62° F. below freezing point (—1 to —35° C.); all sorts 
of weather were encountered ; their shelters were un- 
heated but food was ample and good—fresh-frozen meat, 
dehydrated vegetables, and citrus-fruit juices fortified 
with ascorbic acid. Clothing was fully appropriate. 
The difference in this expedition’s work was that it 
required much digging. In order to study the ice, pits 
were dug from which 11 cubic yards (8 cu.m) of snow 
and ice were excavated, and these pits were dug every 
second day for a hundred days. “ As might have been 
expected,” says Dr. Christie, “ some expedition members 
were more active than others, and, generally speaking, 
the most active member had the lowest hematologic 
values and the least active member the highest.” The 
haemoglobin was estimated by a Sahli haemoglobino- 
meter and its readings were later checked against a 
Standard instrument ; red-cell counts were carried out 
on the spot—and fresh solutions were supplied by 
parachute drop. A few blood smears were made, and 
the picture appears to be that of a normochromic 
microcytic anaemia. 

The explanation of this anaemia is not likely to be 
simple. The only way climate could be expected to 
influence the figures would be in causing changes in 
plasma volume : but most of the few reports indicate a 
contraction of plasma volume, which would cause a 
relative rise in the red cells and haemoglobin. Previous 
observations on men under Arctic conditions are few 
and seem to relate a drop in haemoglobin to exercise. 
A. Hoygaard* studied East Greenland Eskimos, and 





' Christie, R. W., New Engl. J. Med., 1958, 259, 605. 

* Hoygaard, A., Skr. norske Vidensk-Akad., 1. Mat.-nat. K1., 1940, 9, 1. 

* Wilson, O., Brit. med. J., 1953, 2, 1425. 

* Karvonen, M. J., and Kunnas, M., Ann. Med. exp. Fenn., 1952, 30, 180. 
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O. Wilson® the members of an Antarctic expedition ; 
both concluded that haemoglobin levels are lowest in 
the summer when their subjects were most active and 
highest in the winter when the climate makes confine- 
ment inevitable and physical activity is at a minimum. 
Experimental evidence has shown that strenuous exer- 
cise can produce anaemia, and the Finnish authors M. J. 
Karvonen and M. Kunnas* showed that the red-cell 
count may fall with strenuous exercise. Christie con- 
cludes that the strenuous exercise was the main cause of 
the anaemia in the members of his expedition and 
suggests two possible mechanisms: a random destruc- 
tion from excessive mechanical trauma to red cells, 
and anoxia of capillary walls leading to diapedesis of 
red cells and loss into the tissues. The mystery is why 
the bone marrow is so sluggish in compensating for the 
lower red-cell count. 

This anaemia, then, seems to be a variety of exertion 
anaemia. Life in the Arctic or Antarctic climate entails 
so much work in travelling and in keeping alive that the 
added exertion of the scientific activities is much mere 
of a burden than it would be in temperate climates. But 
it is worth noting that after two weeks the subjects 
seemed to be getting used to their changed mode of life 
and blood values were returning towards normal. 


BRONCHIAL SENSITIVITY TO POLLEN 


Charles Harrison Blackley! (1820-1900), a Manchester 
practitioner, deserves to be remembered for his pioneer 
experimental observations on hay-fever, a disease from 
which he suffered severely. Using himself as a guinea- 
pig, he carried out all sorts of experiments, inhaling 
through his nose or mouth different forms of pollen. 
By means of kites he calculated the number of pollen 
granules in the air at various heights, and on one occa- 
sion he lived in a hut in the midst of hayfields, remain- 
ing immune to pollen so long as the air was filtered. He 
found that whenever he inhaled pollen through his 
mouth asthmatic symptoms were produced, but this did 
not occur when he inhaled nasally. On one occasion, 
while he was examining some catkin pollen under the 
microscope, he accidentally inhaled a considerable quan- 
tity before he realized the catkins had thrown off so 
much. The description of his subsequent symptoms 
makes interesting reading. It was two days before he 
was fit for duty. 

Nearly a century later K. M. Citron? and his col- 
leagues have described a technique for measuring 
bronchial sensitivity by making patients suffering from 
pollen asthma inhale mixed grass pollen and measuring 
the effects of the forced expiratory volume before and 
after. The results are interesting, though the test is not 
without discomfort and even danger to the patient ; 
adrenaline, aminophylline, and oxygen had to be readily 
available. Patients were not allowed to leave until they 
had fully recovered, and they were given a supply of 
isoprenaline tablets to take away with them. The test 





1 Blackley, C. H., Experimental Researches on the Causes and Nature of 
Catarrhus Aestivus (Hay Fever and Hay Asthma), 1873, London. 
2 Citron, K. M., Frankland, A. F., and Sinclair, J. D.,' Thorax, 1958, 13, 229. 
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was found to be reliable in eliciting specific bronchial 
reactions in asthmatics whose asthma was due to grass 
pollen, and did not produce reactions in patients whose 
asthma was due to other causes. Bronchial sensitivity 
did not correlate quantitatively with skin sensitivity, nor 
did skin sensitivity correlate quantitatively with the 
clinical manifestations of pollen asthma. 

Thirteen patients whose bronchi reacted to inhalations 
of pollen were hyposensitized, and twelve showed a fall 
in the bronchial response to a second test. In the sub- 
sequent pollen season all thirteen did well. Nine were 
completely free of asthma and four were considerably 
improved. Five patients not hyposensitized had the 
usual asthma in the subsequent season. A fall in the 
bronchial sensitivity was usually correlated with success- 
ful hyposensitization. 


THE THYROID IN THE INFANT 


The thyroid develops from an outgrowth of the ventral 
aspect of the anterior end of the foregut. This process 
grows into the neck and at its tip small solid masses of 
cells proliferate rapidly. By the end of the fourth 
month in utero the total number of acini of the primitive 
thyroid are said to have been produced. From this 
time on the growth of the thyroid is apparently due 
only to the increase in size of the original acini. Judged 
by the ability to concentrate radioactive iodine, the cells 
of the thyroid are functioning from within the first 
quarter of gestation. Colloid collects particularly in 
the peripheral acini, and is normally present at birth.” 

The original outgrowth from the foregut—the thyro- 
glossal duct—is represented in the mature person at its 
upper end by the foramen caecum at the centre of the 
tongue, and the track of the duct runs down through the 
centre of the hyoid bone, and thence by way of the 
pyramidal lobes of the thyroid to the thyroid isthmus. 
Remnants of the thyroid or of the duct are thus to be 
found only at the base of the tongue, or in the midline 
beneath the chin above the trachea. At birth the thyroid 
is essentially in its adult relationship to the trachea and 
the thyroid cartilage, and usually weighs between 1 and 
3 g., which, relatively to total body weight, is almost 
twice the size that it is in the adult. 

The relative shortness of the infant neck and the shape 
of the thoracic inlet make the thyroid appear more 
lowly situated in the neck than in the older child and 
adult. This is particularly important when a tracheo- 
tomy is performed. The thymus, most of which is in 
the mediastinum, has upper prolongation to the thyroid 
isthmus, and lateral prolongations of the thymus 
occasionally cover the lateral lobes of the thyroid and 
will obliterate its outline to the palpating finger. In the 
older child the thyroid cartilage is firmer and more 
easily palpable and from it the location of the thyroid 
can be ascertained. 

There has been much discussion on aberrant thyroids 
in relation to thyroid tumours. Such thyroids have 
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been located in the trachea and in the mediastinum, 
though, compared with other organs such as thymus or 
pancreas, the thyroid seems remarkably constant. In 
a series of approximately 3,000 necropsies on children 
one aberrant thyroid was seen, and that lingual ; and in 
a series of approximately the same number of sections 
of thymus from the upper mediastinum no fragments 
of thyroid tissue were detected. The thyroid, on the 
other hand, at this age so frequently contains small 
masses of thymic tissue that this may be counted a 
normal constituent. 

Disorders of the thyroid in infancy were well 
reviewed by D. Hubble in this Journal in 1956*, and he 
pointed out, as have others, that the thyroid is more 
sensitive to radioactivity than was first thought. Car- 
cinoma of thyroid following irradiation of the thymus 
has been recognized for a number of years* ; now there 
has been a recent report by G. M. Wilson and his 
colleagues’ of malignant change in the underlying 
thyroid following radium treatment of cutaneous naevi 
of the neck. It is possible that radioactive iodine of 
very short half-life might be suitable for investigating 
the location and activity of thyroid tissue. However, 
autoradiograms of thyroid following the injection of 
radioactive substances show that the iodine is not 
universally distributed but tends to be concentrated in 
small areas, and this makes it doubtful whether iodine 
tracer studies should be carried out at all in infancy. 


MEASLES EPIDEMIC 


In the first three weeks of this year about 41,000 cases 
of measles were recorded in England and Wales. This 
is well above the corresponding figures of the last two 
years—namely, about 9,000 in 1958 and 28,000 in 1957 
—though, as the graph on p. 382 shows, it is below the 
highest levels reached in the last nine years. To give 
some idea of the main features of the disease as it 
appears to-day and of how it is best treated, we invited 
some general practitioners to write short reports on 
the cases they have seen in their practices recently. 
These appear at p. 380. It is interesting to note, first, 
that the distribution of the disease is rather patchy at 
present. It has not yet reached the areas where two of 
these doctors practise (in South Scotland and Cornwall), 
and other areas are known to be free of the disease so 
far. On the other hand, in Kent it is reported to have 
arrived in time to put the children to bed over 
Christmas. These writers agree that measles is 
nowadays normally a mild infection, and they rarely 
have occasion to give prophylactic gamma globulin. 
As to the treatment of the disease and its complications, 
the emphasis naturally varies from one practice to 
another. Amount of bed-rest, when to administer a 
sulphonamide or antibiotic, the use of analgesics and 
linctuses—all these may still be debatable problems in 
the treatment of what is said to be the commonest 
disease in the world. But there is probably much in 
the opinion which one of the writers expresses: “ It 
is the frequent visiting by the interested clinician and 
not the therapy which produces the good results.” 
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DRUGS IN THE TREATMENT OF SYPHILIS: PART I* 


A. J. KING, F.R.CS. 


Senior Physician, London Hospital Clinic for Venereal Diseases 


During the past fifty years drugs have played a 
predominant part in the treatment of syphilis ; and within 
the past fifteen years short and safe methods of treat- 
ment have been substituted for those which were long 
and hazardous. The administration of these remedies 
is simple, but the management of the cases is still far 
from being so. 

The diagnosis of syphilis is apt to provoke in the 
patient a disproportionate fear of the disease and its 
effect on himself and his family, and, in some cases, a 
profound sense of guilt and unworthiness. The doctor 
must deal with this difficult psychological problem and 
must strive to mitigate the stresses and strains in family 
life which, for the married patient, will certainly follow. 
He has responsibility not only for his patient, but for 
wife or husband, for other sexual contacts, and for the 
children of the marriage. He has a duty to trace 
contacts and to restrict infection in the interests of the 
public health. His problem is a bigger one than that 
of prescribing the right drug in the correct amount. 


Preventive Treatment 


A clear distinction must be made between preventive 
measures applied before and after the risk is taken. 
Those applied before are truly preventive measures, 
involving broad issues of education, public health 
administration, and, in some aspects, complex moral 
problems. Drugs play no part in these preventive 
measures. 

Prevention applied after the risk is taken should, 
strictly, be called abortive treatment. There are two 
schools of thought about the use of drugs for this 
purpose. The World Health Organization has used 
penicillin extensively, and with some success, in certain 
attempts to control treponemal infections, including 
syphilis, in what McElligott (1954) has aptly called “ the 
almost veterinary methods of the mass campaign.” 
Whatever the virtues or faults of this procedure, the 
general view in Great Britain is that antisyphilitic drugs 
should not be used as abortive treatment for patients 
who have taken risks. To do so is tantamount to 
making a diagnosis of syphilis, and, in justice to the 
patient and his family, this should be followed by a 
period of observation and testing lasting at least two 
years, together with prohibition of sexual intercourse, 
which throws a great strain on the marital relationship. 
The patient is uncertain whether or not he has suffered 
from the disease, and prolonged uncertainty, together 
with recurring reminders in the form of clinical 
examinations and _ serological tests, can be most 
damaging to patients already obsessed by fear and 
anxiety. On the other hand, to withhold treatment 
means a probationary period of three months at most, a 
firm diagnosis, and in most cases a solution of all 
problems after the initial period of stress. 


*Part II will be published next weck, with a list of references. 








There are exceptional circumstances in which it might 
be expedient to depart from the rules of withholding 
abortive treatment. The case of a woman late in 
pregnancy who has been subjected to a serious risk is 
one in point. There may also be a.case for such a 
procedure arnong backward peoples where medical 
services are deficient and co-operation is unlikely. But 
it should be emphasized that all such indications for 
making exceptions to an important principle should be 
carefully and critically examined. ‘ Diagnosis before 
treatment ” is still a golden rule. 


Curative Treatment 


Penicillin is the drug of choice in the treatment of 
syphilis in all its stages. It should be given by intra- 
muscular injection and not by mouth, because of 
individual variations in absorption from the gastro- 
intestinal tract, and the difficulty of ensuring that tablets 
are taken regularly by out-patients. There is no 
evidence of “penicillin resistance” on the part of 
Treponema pallidum, and there is considerable evidence 
to indicate that the addition of other remedies in 
treatment gives no additional curative effect. The use 
of organic arsenicals adds considerably to the hazards of 
treatment and is probably no longer justifiable. For 
effective treatment, a high level of penicillin in the 
blood appears to be unnecessary. A low level, such as 
0.03 unit per ml. or more, is all that is required, but it 
should be present continuously and for a considerable 
time. 

For this purpose the repository preparations of 
penicillin have proved thoroughly satisfactory. Their 
toxicity is low; they produce prolonged low levels of 
penicillin in the blood, and so avert the necessity for 
repeated injections and for in-patient treatment. 
Procaine penicillin in oily or watery suspension may be 
given daily intramuscularly in doses of 2 ml., containing 
600,000 units. An effective level of penicillin is 
maintained for approximately 24 hours, and, if 
treatment is continued for 10 days totalling 6 million 
units of the drug, success in cases of early syphilis is to 
be expected in 95% of the cases. With this method 
of treatment there should be no interval. Postponement 
of an injection from Sunday to Monday might turn the 
scale between success and failure. 

A later development of this method (Buckwalter and 
Dickison, 1948) was the addition of the water-repellent 
aluminium monostearate in concentration of 2% to the 
oily suspension of procaine penicillin (sterile procaine 
penicillin G with aluminium stearate suspension, or 
P.A.M.). This still further delays absorption, and a 
single dose of 600,000 units maintains an effective level 
for 72 hours or more. This is the standard remedy 
throughout the world at the present time. An injection 
may be given every second or third day with adequate 
effect, but, if the patient can attend, many prefer to give 
daily injections of 600,000 units of P.A.M. This 
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facilitates strict control of the patient during a period of 
potential infectivity and has the added advantage that 
it builds up a considerable depot of penicillin in the 
tissues so that treatment may continue for a week or 
more after the injections are discontinued. One 
modification of this method, either with procaine 
penicillin or P.A.M., is to give a single large dose, such 
as 2.4 million units, on the first occasion. Should the 
patient discontinue attendance, he is likely to be 
rendered non-infectious and has a chance of being 
cured. 

A further development along these lines was the 
introduction by Szabo, Edwards, and Bruce (1951) of 
benzathine penicillin (N,N’:dibenzylethylene-diamine 
dipenicillin G). O'Brien and Smith (1952) showed that 
a single intramuscular injection of 2.5 million units of 
this preparation would provide an effective level of 
penicillin in patients’ blood for as long as two weeks or 
more. Recent evidence indicates that in the treatment 
of early syphilis a single injection of 2,500,000 units of 
benzathine penicillin is equally effective as a single 
course of injections of procaine penicillin G in oil 
totalling 4,800,000 units. Benzathine penicillin has 
great advantage in the treatment of patients unable to 
attend regularly even for 10 days, such as seamen who 
must rejoin their ship, or patients of low educatione| 
level in less advanced countries or elsewhere. 
who, from lack of proper understanding of the problem, 
are unlikely to co-operate in treatment after the first 
injection. Benzathine penicillin has the practical 
disadvantage that the injection is sometimes painful, and 
the theoretical disadvantage that it might cause more 
serious illness than a more rapidly eliminated drug, in 
patients who prove to have been sensitized to penicillin 
administered earlier. 


Another possible substitute for procaine penicillin 
G in oil is benethamine penicillin (N-benzyl-@-phenyl- 
ethylamine salt of penicillin G). It is available as an 
aqueous suspension and thus is easier to handle. It will 
produce blood levels of similar or longer duration to 
those produced dy procaine penicillin G in oi! 
Unfortunately the injections cause pain. 


Early Syphilis 

For the treatment of early syphilis—that is, syphilis 
in the primary, secondary, or early latent stages—any 
one of these methods should prove effective in the great 
majority ot cases. Treponemes disappear from the 
lesions within 24 hours, lesions heal promptly, and 
positive serological tests become negative within weeks 
or months. Further treatment with penicillin or other 
drugs is unnecessary and probably undesirable, because 
it might be expected to mask the tendency to relapse 
which is shown by a small propertion of the patients. 
It is for the detection of the latter that prolonged 
observation and testing is required in these cases. This 
should continue for at least two years and should include 
at least one series of tests of the cerebrospinal fluid 
a year or more after the completion of treatment. 
Relapses respond well to further administration of 
penicillin, but the patient who is prone to relapse may 
well continue to do so. 


Late Syphilis 
For the treatment of late syphilis of the benign or 
gummatous type, or of late latent syphilis, similar 
courses of injections of penicillin are effective, and 


supplementary treatment is usually unnecessary. When 
treatment is started with penicillin, a slight danger 
attaches to the general and focal reaction which may 
follow the first injection, the Jarisch-Herxheimer 
reaction. This may endanger the patient if there is an 
undetected focus of infection in an important site, such 
as the opening of a coronary artery, the aortic wall, the 
wall of a cerebral or spinal artery, or the mucous 
membrane of the larynx. Serious accidents due to this 
cause are certainly rare, and perhaps the dangers have 
been overemphasized in the past. 


Nevertheless, nothing is to be gained by speed in these 
cases, and some physicians in Great Britain prefer to 
start treatment with a few intramuscular injections of a 
suspension of bismuth metal or one of its insoluble salts, 
such as the oxychloride or the salicylate. The dose is 
0.2 to 0.3 g., and injections should be given at intervals 
of a week for three to four weeks. They should not be 
given to patients with severe oral sepsis or with disease 
of the kidneys, because of the possible dangers of 
bismuth stomatitis or bismuth nephrosis. Care should 
be taken not to give the injection into a vein, because 
pulmonary embolism may follow. 


The practice of attempting to avoid the Herxheimer 
reaction by starting with small doses of penicillin, and 
gradually increasing, is ineffective. The reaction is of 
the “all or none type.” Very small doses may give no 
reaction, but once the “trigger” dose is reached the 
reaction is likely to occur with full force. 


In the treatment of cardiovascular syphil’s general 
measures are of great importance to prevent progression 
and to sustain a seriously weakened aortic wall with, 
perhaps, secondary damage to the myocardium. The 
evidence suggests that antisyphilitic remedies have an 
important place in treatment, and penicillin is the drug 
of choice. Herxheimer reactions have been uncommon 
and Americen experience has thrown doubt on the 
necessity for preliminary treatment with bismuth. 
Nevertheless, it is a reasonable precaution to give 
injections of bismuth during the first four to six weeks 
of treatment. Afterwards, penicillin may be given by 
standard methods. When procaine penicillin has been 
given daily in dosage of 600,00C units, a prevailing 
custom is to continue treatment in these cases for 14 
days, giving a total dosage of 8.4 million units, but this 
is purely empirical and there is no evidence that four 
days’ extra treatment is necessarily beneficial. It must 
be stressed that assessment of the efficacy of any form 
of treatment for cardiovascular syphilis is extremely 
difficult, because of the varied nature of the lesions and 
the considerable individual variation of prognosis in 
untreated cases. 

For neurosyphilis, penicillin is an effective remedy 
and fever therapy or other adjuvant methods are seldom 
required. Daily injections are commonly given for 21 
days with total dosage of 12.6 million units of procaine 
penicillin. The response to treatment is estimated by 
periodic tests of the cerebrospinal fluid. In some cases, 
especially those of general paralysis, further courses of 
treatment are required. 

The treatment of syphilitic pregnant women with 
penicillin gives excellent results in the prevention of 
congenital syphilis at any stage of pregnancy. A course 
of injections of procaine penicillin lasting 10 days is 
fully adequate and should be given as soon as the 
diagnosis is made. It is common practice in Great 
Britain to repeat such a course in successive pregnancies, 
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though experience in the United States suggests that 
this is unnecessary in the great majority of cases. 

Penicillin is the drug of choice in the treatment of 
congenital syphilis in all its stages. It is particularly 
effective in the first two years of life. Excessive dosage 
should be avoided. A good working plan is to base the 
dosage on body weight, giving 200,000 units per Ib. 
(450,000 units per kg.) and to space administration over 
8 to 10 days. Thus, for a child weighing 7 lb. (3.2 kg.) 
total dosage would be 1,400,000 units. This may be 
given in individual doses of 20,000 units of crystalline 
penicillin intramuscularly every three hours, missing one 
dose at night. Thus the amount given daily would be 
140,000 units and treatment would continue for 10 days. 
Alternatively, 150,000 units of procaine penicillin may 
be given in single doses daily for 10 days. For older 
children dosage is similarly based on body weight and 
the method of administration is the same. In these 
cases a preparation of procaine penicillin is to be 
preferred to crystalline penicillin, because it requires 
fewer injections. 

Good results have been obtained in prevention of 
damage to sight by interstitial keratitis by local 
applications of steroid hormones. A good routine is to 
instil drops of a suspension of cortisone acetate (5 mg. 
per ml.) into the conjunctival sac at intervals of one 
to four hours, depending upon the severity of the 
condition. Suspension of hydrocortisone (5 mg. per 
ml.), and cortisone ointment (15 mg. per g.) have also 
been used with effect. The steroids suppress the 
inflammatory reaction and hold it in check until 
spontaneous cure occurs, so that the amount of residual 
damage may be reduced to a minimum. Prolonged 
treatment is necessary, because relapse follows if 
treatment is stopped too soon. The frequency of 
instillation is gradually reduced, after the acute stage, 
but drops should be continued once or twice a day for 
many months. 





OUT-PATIENT ADULT PSYCHIATRIC 
CLINICS* 


BY 


JAMES HARPER, M.B.E., M.B., F.R.C.P.Ed. 
D.P.M. 
Physician-Superintendent, Crichton Royal Mental Hospital, 
Dumfries 


One of the greatest though not the most dramatic 
advances in psychiatry in the twentieth century has been 
the development of the concept of social psychiatry, the 
realization that cases of mental illness cannot be treated 
adequately in isolation from the community, and the 
growing awareness of the need for an integrated mental 
health service. 

The first man to see this clearly was that very great 
psychiatrist Adolph Meyer, who in 1913 stated 
(Meyer, 1952): 

“The great future of Psychiatry lies in the extension of 
the work beyond the hospital walls, but with the full 
experience that only hospitals can furnish. For this it will 
be necessary to look to the State hospitals not merely as 
Asylums but as centres of the Mental Health Work of the 








*Read to the Scottish Association of Mental Health in 
Glasgow on October 31, 1958. 


Community. They must be manned by physicians trained 
to meet that task. To attract those who are in need of help 
they must establish out-patient departments to which 
teachers and physicians can send those who are not at their 
best but not in need of hospital care. 

“We want to get out-patient departments and through 
them create a feeling in the community that our special 
hospitals are places for help, places from which to get the 
guidance of experience and directions as to prevention. 

“In some communities it would be best to organize 
special mental organizations, using the available 
dispensaries as far as possible, doing emergency work and 
work in the form of after-care and placing of patients 
returned from hospitals, and serving as advisors in the 
decisions as to where to place patients or where to direct 
them. 

“The ideal arrangement would be to have in connection 
with the dispensary at least one physician able to visit 
homes, assisted by Social Workers trained for investigation 
and for giving guidance to the patient and to the family 
and social unit. 

“T want to urge upon you especially, that the numbers 
of physicians must be large enough for the hospitals to 
spare, once or twice a week, one or more members of the 
staff who will go out as dispensary physicians to community 
centres at distances from the hospital My way of 
arranging that would be to have every ambitious hospital 
physician trained so that he can be sent out on certain 
afternoons to do extramural work in one of the centres of 
the district, where he will see the after-care and preventive 
cases together with local members of the profession who 
might take an interest in these conditions and work as local 
dispensary physicians.” 


Psychiatric Out-patient Clinics in Britain 


Psychiatric out-patient clinics in Britain, however, 
were started independently of Meyer. So far as I am 
aware the only clinic of this kind in Britain prior to 1900 
was at St. Thomas’s Hospital, and, although there was 
a good deal of interest in the subject during the 1900s 
and several clinics were started, it was not until after 
the first world war that they became generally accepted. 

Blacker (1946), writing of their history in England, 
states : 


“The oldest and most active clinics were the 
spontaneous creations of voluntary hospitals where they 
were the product of the hospital’s internal development. 
Attention had been drawn in the first world war to the 
successful treatment by psychological methods of what was 
then called shell shock. Neurotic illness in its various 
forms came to be recognized more clearly than formerly, 
and an optimistic view of the possibilities of treatment was 
prevalent. Cases of neurosis were usually referred to the 
neurological departments of hospitals, often by other 
hospital departments, but also by practitioners outside the 
hospital. Such patients sometimes caused embarrassment ; 
there were few satisfactory facilities for treatment; 
adequate disposal was difficult, and these cases were apt to 
become chronic hangers-on, returning again and again for 
their bottle of medicine, varying little in their recital of 
symptoms and complaints, yet somehow sustained by a 
faith in the hospital. The predicament thus caused was 
frequently met by establishing a new Department of 
Psychiatry. With the establishment of such a department, 
facilities were created for dealing better with neurotic 
patients. Psychotherapy was arranged, a psychiatric social 
worker was often added to the staff, who furnished reports 
on the domestic and occupational background, and the 
psychologist often helped with intelligence tests. Under the 
Mental Treatment Act of 1930, local authorities began to 
make arrangements for providing out-patient treatment for 
psychiatric cases in their areas. The clinics thus 
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established were almost always staffed by psychiatrists 
based on one of the mental hospitals, and were usually 
located in the local voluntary hospital.” 

Scotland, and particularly Glasgow, was, I am glad 
to say, early in the field, and I am indebted to Sir David 
Henderson for the following note of their development 
here: “It was in 1910 that Dr. Oswald, of Gartnavel, 
inaugurated an out-patient clinic at the Western 
Infirmary, Glasgow. During the 1914-18 war the clinic 
was closed, but in 1919, with Dr. Oswald's permission 
and with the co-operation of Colonel Mackintosh, who 
was the superintendent of the Western Infirmary, I 
reopened the clinic and appointed Miss McTavish to the 
position of social worker. The clinic became popular. 
I used it as a teaching centre for medical students and 
social workers. David Kennedy-Fraser also was of 
enormous help to me in tests for intelligence and 
education.” Whatever was being done elsewhere, I 
know that Sir David had the views of his teacher and 
friend, Professor Meyer, very much in mind when he 
started his work at the Western Infirmary. 

By 1939 the importance of the psychiatric out-patient 
clinic was widely recognized, but even then these clinics 
were unevenly distributed over the country, and in many 
areas they did not exist. It is only since the last war 
that a reasonably complete national coverage of clinics 
has been achieved. They are usually held in the 
out-patient department of a nearby general hospital, 
and work in them is accepted as a normal part of the 
duties of psychiatrists working in mental hospitals. In 
addition many of the larger general hospitals have their 
own department of psychiatry. 

It must, of course, be remembered that the success of 
the out-patient clinic to-day, and its acceptance by the 
rest of the medical profession and by the general public, 
is directly related to the advances in psychiatric therapy 
which have taken place in recent years. To give only 
one example, advances in anaesthetics have made 
electric convulsion therapy a remarkably simple and 
safe treatment quite suitable for out-patient use. 


Work of the Out-patient Clinic 


The work of the clinic falls naturally into three parts 
—diagnosis, therapy, and support and aftercare. 
Initially the clinics were used mainly for diagnostic 
purposes, and this remains an important aspect of their 
work. The problems referred to the out-patient clinic 
include every type of psychiatric illness, as well as cases 
of physical disease where the referring physician 
believes that psychological stress is an aetiological 
factor. Patients are frequently sent for advice on sex 
and marriage, and there is an ever-increasing number 
of medico-legal cases. Many of the problems referred 
have no easy solution ; some, indeed, may be insoluble, 
but there is no doubt that the work is rewarding and 
important. 

The therapeutic role of the psychiatric out-patient 
clinic is just as important as the diagnostic. I am of the 
opinion, and I think that most psychiatrists would agree 
with me, that the majority of cases of psychoneurosis 
and many if not most of the cases of depression need 
not be admitted to hospital if adequate out-patient 
facilities are available. The admission of a patient to 
hospital inevitably disrupts his work and domestic life. 
The hospital environment, however good it is, separates 


the individual from the community, and this may 
produce new stresses and anxieties which interfere with 
his progress and produce difficulties in rehabilitation. 

Psychotherapy is often more effective and simpler 
when carried out on an out-patient basis, but, even so, it 
is time-consuming work which demands adequate staff, 
and there remains an acute shortage of properly trained 
psychotherapists throughout the country. Glasgow is 
more fortunate than most cities in this respect, as in 
addition to the out-patient clinics attached to the general 
hospitals it possesses the Lansdowne Clinic. This clinic, 
which was founded in 1936 by the directors of the 
Glasgow Royal Mental Hospital, is a psychotherapeutic 
centre of great value and importance. It treats patients 
referred both from general practitioners and from dll 
the psychiatric units in Glasgow, and has always 
specialized in evening treatment, so that patients are 
able to attend without any interruption of their work. 
It is also a valuable centre for training young 
psychiatrists in psychotherapy, and its founders, and 
particularly Dr. McNiven and Dr. Yellowlees, are to 
be commended on their foresight and initiative. 

The third main function of the psychiatric out-patient 
clinic is support and aftercare. In every society there 
are a number of people who, though not ill enough to 
require hospital treatment, need help on a long-term 
basis. Some are the victims of severe environmental 
stress; some are chronically anxious or subject to 
recurrent depression ; some are cases of schizophrenia 
who though not acutely ill are eccentric and isolated ; 
some are old, lonely, and frightened. To help these 
patients is an important part of the psychiatrist’s work, 
though it is work that can be adequately done only in 
association with social workers, other social agencies, 
and voluntary bodies such as the National Association 
for Mental Health. It is essentially team work in which 
the trained social worker often has the key role, and it 
is most unfortunate that the number of psychiatric 
social workers continues to be quite inadequate 
throughout the country. 


Specialization 

It has always been the custom for the psychiatrist 
working in an out-patient clinic to handle all forms of 
psychiatric illness, apart from these occurring in 
children. On the whole this is a_ satisfactory 
arrangement and too much subspecialization is to be 
deprecated, but there are two groups of patients who I 
feel are best investigated and treated by doctors with 
special experience. Alcoholism is a pressing problem 
which is not being adequately handled in this country. 
In the United States and in several European countries 
special clinics exist for the alcoholic. During a visit 
to Holland some years ago I had the opportunity of 
seeing such a clinic and was deeply impressed by the 
work it was doing. In my opinion there is room for 
this type of clinic in every large centre of population 
in the country. 

An extramural duty which psychiatrists often have to 
undertake is the examination of individuals charged 
with various crimes in order to determine their fitness to 
plead, whether or not they suffer from diminished 
responsibility, and whether or not they would benefit 
from psychiatric treatment. These examinations have 
been requested by the courts in increasing numbers. 
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especially since the passing of the Criminal Justice 
(Scotland) Act, 1949, and no other activity of the 
psychiatrist is given such publicity or, it must be 
confessed, excites more critical comment from members 
of the public. Yet in this country few psychiatrists have 
had any formal training in this specialized and difficult 
subject, and many lack the experience which is 
necessary if they are to help the courts to reach a 
correct and just decision. In the Scandinavian 
countries forensic psychiatry is a highly developed 
specialty. In Sweden, which has a population of 7 
million, there are 14 centres of forensic psychiatry where 
offenders can be remanded for examination, and where 
they can obtain treatment by specialists paid by the 
State (Rylander, 1955). 

The formation in this country of special clinics for 
forensic psychiatry is long overdue. Such a clinic, 
preferably working in association with a special hospital 
for psychopaths, could not only undertake examination 
of cases referred by the courts, but could give 
psychiatric treatment, where appropriate, both to 
prisoners and to offenders placed on probation. It 
could also undertake much-needed teaching and 
research. I understand that, mainly through the 
initiative and persistence of Dr. Inch of the Scottish 
Home Department, such clinics may soon be started in 
both Edinburgh and Glasgow. 


Day Hospitals 


An interesting and important advance in psychiatric 
out-patient care which has taken place during the past 
few years is the introduction of day hospitals. They 
have apparently existed for some time in Russia 
(Harris, 1957), but the first day hospital in this country 
was started quite independently by Dr. Bierer in London 
in 1946 (Bierer, 1951). Since then several have been 
opened in other cities in England. The day hospital is 
a natural development of the conventional out-patient 
clinic, and, as the name implies, patients spend the 
whole day in hospital but return to their own homes at 
night. This has a number of advantages. The patients 
can have intensive psychotherapy both individually and 
in groups; they can take part in occupational and 
recreational therapies, and can be given various forms 
of physical treatment. At the same time they do not 
lose contact with their homes and families, and their 
progress can be easily assessed. Another important 
advantage of treatment at a day hospital is its relative 
cheapness. Harris (1957), describing the Maudsley day 
hospital in London, states that its running costs are 
aproximately one-third of those of an in-patient unit of 
similar size. Experience has shown that most types of 
psychiatric illness can be treated successfully in day 
hospitals. The most suitable patients are those with 
psychoneurosis who are seriously incapacitated by their 
symptoms, and all but the most severe cases of 
depression (Craft, 1958). Some patients, notably those 
suffering from confusional states and acute schizo- 
phrenia, cannot of course be treated in such a unit, and 
a further limitation is the amount of travelling involved. 
The day hospital naturally functions best in densely 
populated areas. 

Another aspect of the day hospital is its suitability 
for caring for chronic psychotic patients who are not 
seriously disturbed but who are unfit to lead 


independent lives, and who otherwise would have to 
remain in hospital. There is a definite need for centres 
for partially incapacitated patients, especially those 
recently discharged from hospital, where they can come 
for support and rehabilitation, and where they can 
undertake work under sheltered conditions in much the 
same way as do the physically handicapped in Remploy 
factories. 


Amsterdam Psychiatric Consultative Bureau 


A natural development of the out-patient clinic is 
the provision of an integrated community care service 
for all types of psychiatric patient. Hitherto our public 
health physicians and psychiatrists have had little 
professional contact with each other, but there is now 
evidence that they are converging both in theory and in 
practice (Shepherd, 1958). Much interest has been 
taken by psychiatrists in this country in the Psychiatric 
Consultative Bureau in Amsterdam, which is run by the 
city authorities and which has psychiatrists and social 
workers on duty throughout the 24 hours. Querido 
(1955) has described the work of the bureau in the 
following terms: 

“When the family doctor or the specialist asks admission 
for a patient who is mentally disturbed, or when the police 
or any other body has to deal with a person who seems to 
be a mental case, the call is referred to a centrai point, 
which informs the city psychiatrist on duty. 

“ According to the nature of the call he sees the patient 
either immediately or within 24 hours and on the spot 
where the trouble occurred. If clinical observation seems to 
be indicated the patient either enters a psychiatric ward or 
goes direct to a mental hospital (this latter never happens 
with a new case), or he may decide that no admission is 
necessary and the patient remains under supervision. When 
legal measures such as an emergency order or certification 
are unavoidable, they are initiated by the bureau of the city 
psychiatrist. 

“The supervision is carried out by visits to the patient's 
home. Patients under supervision may have been 
discharged from an institution, they may have been in the 
psychiatric ward of the general hospital, or they may never 
have been in hospital at all. No distinction is made 
between mental illness and mental deficiency. The 
consultation bureau also gives advice to the public 
assistance office, the city housing bureau, and the labour 
exchange. The bureau provides home help, placement in 
home care, sheltered workshops with a capacity of about 
300, assistance in finding work, in procuring clothing, tools, 
and the provision of financial support. 

“No treatment in the medical sense is given by the 
bureau, but patients are referred to the family doctor, 
polyclinic, or out-patient department. The function of the 
bureau is to assess the problems and difficulties of each 
patient, to estimate the amount of social pressure he can 
stand, and to relieve him from such burdens as he is unable 
to bear. Therefore, the material aid he may receive is to 


‘be regarded as medicine, to be dispensed according to his 


need. 

“The majority of the patients under supervision are 
therefore those sufferers who probably would make a good 
adjustment in the hospital but who would stick at that 
stage if no other measures were taken. Schizophrenics, 
epileptics, some forms of paranoia. various types of 
psychopathy and hysterical personality, senile conditions, a 
few cases of general paralysis are, next to the mentally 
deficient, the type of patient under supervision. The work 
is partly curative, inasmuch as it tries to overcome the 
results of the disease, and partly educative, in that an 
adjustment is sought between the deficiencies of the 
sufferer and the demands of his surroundings.” 
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The Worthing Experiment 


Somewhat similar developments are taking place in 
England, notably in Worthing, Nottingham, and 
Oldham. In what has become known as_ the 
“Worthing experiment,” the regional hospital board, 
with financial help from the Nuffield Trust, is under- 
taking a two-year experiment by providing an 
intensive out-patient and domiciliary treatment service 
in Worthing. This entails close co-operation between 
the local mental hospital, its out-patient clinics, the day 
hospital, and the general practitioners in the district, 
and a large number of domiciliary visits are carried out. 
Already there has been a marked drop in the number 
of patients admitted to the mental hospital. Dr. Carse, 
the physician-superintendent of the hospital, who is in 
charge of the experiment, and his colleagues (Carse 
et al., 1958) have stated: 


“Our experience at Worthing has convinced us that for 
a large proportion of psychiatric patients, admission to 
hospital is unnecessary and out-patient treatment can be 
entirely effective. Indeed, there is much to suggest that our 
mental hospitals have been carrying an unfair burden by 
being compelled to treat all types of patients without 
discrimination. It should not be thought, however, that our 
experience has led us to the conclusion that the mental 
hospital is an anachronism and redundant: indeed, our 
respect for it has increased. Now, however, we see it in its 
true perspective as a hospital for selected patients, mostly 
with a good prognosis, but needing special treatment and 
conditions which cannot be provided by an out-patient 
service. 

“Each of us has had some difficulty in reorienting 
ourselves to this new form of psychiatric practice. We had 
accepted the idea that it was good for a patient with a 
mental illness to be removed to the artificial environment 
of a mental hospital and placed under control before he 
received treatment. In an out-patient treatment service it 
is never possible to divorce the patient from his family 
and background, and indeed from his own doctor. We 
ourselves, therefore, have had to make some 
readjustments.” 


In a similar vein Macmillan (1958) has stated: 


“The system of community treatment which I believe 
offers patients the best care at all stages of their illness is 
a comprehensive service which treats all mental illness, 
including the chronic psychoses. This means that the 
mental hospital must take an active part in the scheme and 
is the most practical way of using our existing resources. 
It also means that we must alter our attitude to the chronic 
patients, and establish a personal relationship with them. 

“In a service of this kind admission to hospital is not 
restricted. It is still promptiy available, but it is limited 
to short-term episodes in a course of treatment which is 
based on the home. Admission and discharge are arranged 
in a flexible way with a minimum of formality. The 
function of the hospital is altered and modified, so that it 
becomes only one part, but an essential part, of the service. 
The resources and energies which would otherwise be spent 
providing long-term residential accommodation for patients 
can be diverted to “omiciliary and community activities. 
The emphasis in the scheme of therapy moves from the 
hospital to the home, with community treatment playing an 
important part in all psychiatric illnesses. The patient 
retains his social and economic independence, and the 
mental hospital, like the general hospital, offers him 
specialized in-patient treatment when the resources of the 
home and the domiciliary and community services become 
temporarily unable to cope with his illness.” 


These views may seem visionary, and indeed there is 
a risk that if they are adopted uncritically too great a 


burden will be placed on relatives and on _ the 
community as a whole, and public opinion will be 
alienated. Nevertheless they are important because they 
formulate, however partially, what I believe to be the 
kind of psychiatric service that is going to develop 
throughout the country in the near future. 

It is worth recalling that they were accepted in 
principle by the Royal Commission on the Law 
Relating to Mental Illness and Mental Deficiency, 
which issued its report in 1957. Although this report 
confined itself to the law of England and Wales, it is 
certain to play an important part in influencing future 
mental health legislation in both England and Scotland. 
It states, for instance: “In relation to almost all forms 
of mental disorder, there is increasing medical 
emphasis on forms of treatment and training and social 
services which can be given without bringing patients 
into hospital as in-patients, or which make it possible 
to discharge them from hospital sooner than was usual 
in the past.” It devotes detailed attention to the 
problem of the mental invalid who does not require to 
be in hospital or has recently been discharged from 
hospital, and suggests that local authorities should be 
responsible for all community care. This, it states, 
would include the provision of residential hostels for 
individuals who are not fit to lead independent lives. | 
am dubious of the necessity or practicability of such a 
step. While close co-operation between local authority 
and mental hospital is essential for the success of any 
mental health service, I feel that the community care of 
the mentally ill invalid should be the responsibility of 
the mental hospital or psychiatric clinic through its 
out-patient clinic and day hospital, and that patients too 
ill to live in their own homes in spite of these aids 
should be admitted or readmitted to hospital without 
formality or delay. Continuity of treatment and 
supervision is surely more’ important than 
administrative tidiness. 


Conclusion 


I should like to end with a quotation from a World 
Health Organization Report on Mental Health (W.H.O., 
1957): “ The adequately organized psychiatric hospital 
with its extensions into the social life of the community 
and firm links with other branches of public health is 
a rational starting-point and base camp for a truly 
efficient mental health service. There is no time to be 
lost. Mental illness in all its forms is responsible for 
an incalculable amount of human suffering and financial 
loss. It is true that any sort of reform in the care and 
prevention of mental illness will cost money. But there 
are now good reasons for believing that a surprisingly 
good return in terms of both human happiness and 
national economy may be expected from even a modest 
outlay.” 
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THE MENTAL HEALTH BILL 


Only a change of heart among those at the top of the 
medical profession can remedy the “disgraceful lack of 
attention that is paid in the medical curriculum to the needs 
of mental health.” This criticism was made by Mr. KENNETH 
ROBINSON, Labour M.P. for St. Pancras (North), when he 
addressed a conference in London on January 29 called by 
the B.M.A. Psychological Medicine Group. The conference 
had as its main business the discussion of the Mental Health 
Bill, which received its second reading in the House of 
Commons on January 26.* Dr. W. G. MASEFIELD 
(Eastbourne) was in the chair. 


Serious Shortage of Psychiatrists 


Among the problems confronting the implementation of 
the excellent proposals contained in the Bill was the most 
serious shortage of psychiatrists, said Mr. ROBINSON. The 
medical profession, in the widest sense, had a very grave 
responsibility for that shortage. It was quite. disastrous 
that psychiatry should have been forced into a channel of 
its own which seemed to laymen to be divorced from the 
main stream of medicine. “So long as the medical teaching 
in this country is carried on on a basis that was acceptable 
50 years ago we shall still fail to get anything like the 
psychiatrists that the sick people of this country need,” he 
said. The facilities for undergraduate instruction in mental 
health he described as “deplorably limited.” In all the 
country’s teaching hospitals there were only 350 psychiatric 
beds, more than half of which were not in the parent 
hospital at all but in some rural establishment geographically 
and physically divorced from it. 

The Bill itself he warmly welcomed as being on the right 
lines. His only serious criticism was that the Minister had 
not seen fit to make the local authority services mandatory. 

The future of the nation’s mental health services was 
a good deal brighter than anybody would have thought 
possible 10 years ago, he said. The improvement was 
mainly attributable to the entry of mental hospitals into 
the N.HLS., giving them access to central government 
finances. This had resulted in the upgrading of most of 
the inadequate, prison-like mental hospitals and the diffusion 
of psychotherapeutic techniques to give what had looked 
like a pretty static sort of service a new dynamism, helping 
public enlightenment and removing many fears and 
prejudices. As an outcome of the proposals of the Royal 
Commission set up to study the question of mental health 
and the law relating to it, the Bill disclosed very little 
dissension from the Commission’s findings. He and his 
parliamentary colleagues who had been interested in the 
subject had been determined that the findings of this 
particular Royal Commission should not suffer the fate of 
so many others. It could be claimed that 18 months was 
not a bad time to elapse before a Royal Commission’s 
recommendations were translated into a _ Bill before 
Parliament. 

He welcomed the new enthusiasm for community services, 
but urged that, in deciding which patients should be treated 
within the community rather than as hospital in-patients, 
due regard should be paid to the needs of the family as 
well as to those of the patient; and that care should be 
taken, in the development of such community services, to 
avoid neglecting the equally urgent needs of the patients in 
mental hospitals. 


Co-ordination with Local Authorities 
Sir KetrH JosepH, Conservative M.P. for Leeds (North- 
east), said that correspondence he had received from the 
public had expressed concern about such matters as the 





*See Journal, January 31, p. 309. 


difficulty of persuading mentally sick people to go for 
treatment, the amount of discretion hospitals would exercise 
in refusing patients such as psychopaths so that there would 
have to be special institutions for them, and the general 
question of admission procedure. He also stressed the need 
to ensure that university staffs carrying out research in the 
mental health field should be properly supported with 
money. The question of making local authority powers 
mandatory was dependent on the availability of staff. An 
absolute prerequisite of success was co-ordination between 
local authorities and medical practitioners, which in some 
cases was grossly inadequate. The Ministry of Health 
might well follow the example of the Ministry of Education 
and set up an inspectorate for the co-ordination of health. 

Dr. DUNCAN MACMILLAN (Nottingham) expressed the hope 
that some provision would be made for dealing with the 
small, intractable minority of psychopaths who would be 
the subject of court orders for admission to hospital. He 
and his colleagues were convinced of the absolute necessity 
for a joint service—the only way of bringing together all 
the factors so that the family and the community could be 
considered as well as the patient. He hoped that those 
engaged in public health would not regard the claims of 
those in the mental health sphere as encroachments on their 
territory. The field was so large that there would be a 
need for every resource on both sides. 

Dr. A. H. WILSON (Leeds) urged that education authorities 
should be responsible for occupation centres. He, too, 
urged the setting up of a “ mutual inspectorate to serve both 
the local authorities and the hospitals.” 


General Approval 


A full discussion then took place upon the general 
implications of the Bill and the effect of individual clauses, 
the general tenor of which was, broadly speaking, strongly 
in favour of the new measures, although many of its detailed 
aspects were criticized. 

Dr. J. A. R. BickForp (East Yorks) condemned the Bill 
as a whole on the ground that it sought to limit the liberty 
of the subject. “As a profession, I do not think we pay 
sufficient regard to freedom,” he said. He objected to the 
proposal to set up a new category of psychopathic disorder 
—“ persistent disorder of personality, with or without 
subnormality of intelligence, resulting in abnormally 
aggressive or seriously irresponsible conduct and requiring 
or susceptible to medical treatment ”’—because of the danger 
that “an unscrupulous local authority, anxious to be 
regarded as forward-looking and progressive, will then have 
a department of guardianship, and it will be thought very 
good if it is the first in the country to have a thousand 
people under it.” 

Summing up the discussion, Dr. T. P. Rees, chairman 
of the Group Committee, warmly congratulated all 
concerned with the great progress made in the mental 
health field and the great steps forward which the Bill 
envisaged. He urged, however, that, in cases where a patient 
was sent by the Home Secretary to a mental hospital, the 
medical superintendent should have power to discharge that 
person when he considered it appropriate. The Home 
Secretary should not be allowed to use mental hospitals as 
accommodation because the prisons were overcrowded. 





The fifteenth edition of Hey Groves’s A Synopsis of 
Surgery (pp. 658, illustrated, John Wright and Sons Ltd., 
Bristol, 37s. 6d.), edited by Sir Cecil Wakeley, Bt., has been 
thoroughly revised to take account of advances in the four 
years since the previous edition. New material on vascular 
surgery and arterial grafting has been included, and the uses 
of the newer antibiotics in surgery are discussed. The 
present volume follows the course set by its predecessors 
and epitomizes the salient facts in surgical practice in a way 
that may be rapidly referred to. It is essentially a pre- 
examination guide. The editor has had the help of Mr. 
L. T. Cotton in the preparation of this new edition. 
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To-day’s Drugs 


With the help of expert contributors we publish below notes 
on a selection of drugs in current use. 

Febrilix (Boots)—An_ elixir containing 120 mg. 
paracetamol in 60 minims. 

Panadol (Bayer Products).—Paracetamol in 0.5-g. tablets. 

Tabalgin (West Pharmaceutical)—Paracetamol in 0.5-g. 
tablets. 

Paracetamol (p-acetamidophenol) is a phenacetin 
derivative which has a satisfactory analgesic action without 
the inconvenient side-effects and complications of phenacetin, 
such as sulphhaemoglobinaemia. The analgesic effect of 
paracetamol, 0.5 g., is roughly comparable to that of 
compound codeine tablets (which contain 260 mg. of aspirin 
and 260 mg. of phenacetin, with 8 mg. of codeine phosphate), 
but there is less tendency to constipation and minimal gastric 
irritation. Gastroscopic and other observations have shown 
that paracetamol is less likely than aspirin to cause gastric 
irritation and erosion ; consequently it is a simple analgesic 
particularly suitable for patients with salicylate sensitivity, 
or with gastro-intestinal disease. 

N.H.S. basic price: febrilix, 70 ml., 2s. ; 
tabs., 9s. ; tabalgin. 100 tabs., 8s. 


panadol, 100 


Vascutonex (Calmic).—This is a salicylate cream contain 
ing diethylamine salicylate 10% and glycol salicylate 10% 
in a water-miscible base. It is intended for the treatment 
of “ fibrositis,” “muscular rheumatism,” and myalgia—in 
fact the conditions for which the various preparations of 
methyl salicylate are so frequently employed. Vascutonex 
has the advantage of being odourless and non-staining. 

Diethylamine salicylate is absorbed more quickly than 
methyl salicylate, and glycol salicylate is said to have a 
more prolonged action. The preparation has no local 
counter-irritant action, and the makers state that its thera- 
peutic action depends upon the effective absorption of the 
salicylates. The preparation could thus be given parenterally 
to patients who are intolerant of them when they are given 
by mouth. It is usually considered that the analgesic action 
of salicylates is a central one, but the difficulty would seem 
to be to attain an effective blood level by inunction, at least 
in the manner in which they are usually applied. 


N.H.LS. basic price: 30 g., 3s. 3d. 








ORDER OF ST. JOHN OF JERUSALEM 


Those recently appointed to, or promoted in, the Venerable 
Order of the Hospital of St. John of Jerusalem include the 
following members of the medical profession: 


As Knights: Lieutenant-General Sir William Alexander Duncan 
Drummond, K.B.E., C.B., Q.H.S., Brigadier T. W. Davidson, 
Lieutenant-Colonel F. K. Mugford, and Drs. E. H, Lodge and 
M. M. Scott. As Commanders (Brothers): Major-General W. E. 
Tyndall, C.B., C.B.E., M.C., Colonel R. G. W. Olilerenshaw, 
T.D., Majors H. C. Stewart and A. J. King, Air Commodore 
G. W. McAleer, Q.H.P., Mr. R. J. Cato, and Drs. C. P. Porter, 
J. J. du Pre le Roux, E. J. G. Wallace, D. A. B. Hopkin, and 
C. L. Worthington. As Associate Commander (Brother): Dr. 
Pah Chien Kwan. As Officers (Brothers): Surgeon Commander 
R. F. Matters, Lieutenant-Colonel F. W. R. Lukin, Major M. S. 
Harvey, Mr. J. M. R. Thomas, and Drs. K. H. Uttley, J. A. 
Tomb, J. Orr, D. W. Hendry, T. K. Elliott, J. H. D. Edwards, 
and W. N. Jones. As Associate Officers (Brothers): Squadron 
Leader S. J. Krister and Dr. A. M. Adelstein. As Serving 
Brothers: Mr. M. P. Morel and Drs, D. Struthers, C. T. Mills, 
J. R. van der Merwe, G. M. Evans, J. E. G. Earle, K. Phelan, 
W. L. Esson, H. A. Faulkner, A. H. M. Richards, D. McD. Bell, 
R. T. Rushton, D. I. Hart, J. W. Barrett, G. T. N. Lawson, and 
J. C. Stutt. As Associate Serving Brothers: Drs. M. S. Kramer, 
J. Cunard, R. G. Wigoder, G. J. Phillips, and A. Fryberg, M.B.E. 
As Serving Sister: Dr. Frances H. McKane. 





Because of heavy pressure on our space, correspondents are 
asked to keep their letters short. 


Immunization Programmes 

Sir,—We, the undersigned medical officers of health 
of Metropolitan boroughs, have recently given 
consideration to the question of the advice which 
should be given to the public on an immunization 
programme. Various authorities have suggested 
differing times at which immunization against different 
diseases should be undertaken, but there does not appear 
to be any measure of agreement on the subject. In the 
belief that it is desirable that there should be some 
uniformity of procedure in a schedule which could be 
recommended to doctors and parents, we put forward 
the following suggestions for consideration. 


Except under special conditions, such as local out- 
breaks of poliomyelitis, or other circumstances in which 
inoculation is contraindicated : 

(a) Vaccination against smallpox should preferably take 
place in the first month of life. 

(b) Inoculation against pertussis should commence in the 
second month, continuing in the third and fourth months. 

(c) Poliomyelitis immunization should be advocated at the 
ages of 6, 7, and 14 months. 

(d) Combined immunization against diphtheria and tetanus 
shouid be secured by three inoculations of toxoid during the 
second year. 

(e) B.C.G. vaccination should take place during the last 
two years of compulsory school attendance. Exceptions 
should be made in the case of “special risk * families, where 
immunization should be arranged as soon as practicable 
after a diagnosis of tuberculosis is made in a contact. There 
should be no obstacle to B.C.G. immunization at any age in 
cases where a parent desires it. 

In making these suggestions, we have had regard. 
among other things, to: (1) The necessity for spacing 
out injections, (2) The fact that the bulk of whooping- 
cough deaths occur under the age of 1 year—564 in 
England and Wales during the years 1952-7 inclusive. 
as compared with 837 deaths at all ages during the 
same period. (3) The present low incidence and 
negligible mortality associated with diphtheria in early 
infancy—only three deaths under the age of 2 years 
during the past six years. (4) The Central Health 
Services Council’s advice against giving combined 
diphtheria and whooping-cough antigens (Ministry of 
Health Circular 8/57). 

We hope that this letter will initiate correspondence 
so that others concerned with this problem will express 
their views on these proposals.—We are, etc., 


Fulham, London, S.W.6. M. ADAams. 

Bethnal Green, London, E.2. I. A. Boyb. 

Shoreditch, London, E.1. B. BROADBENT. 

Finsbury, London, E.C.1. C. O. S. BLytH BRooK. 
Southwark, London, S.E.1. A. D. C. S. CAMERON. 


Hammersmith, London, W.6 F. M. Day. 
Hackney, London, E.8. J. FENTON. 
Islington, London, N.1. V. FREEMAN. 
St. Pancras, London, N.W.1. D. H. GEFFEN. 
Bermondsey, London, S.E.16. B. J. L. Moss. 

E. H. R. SMITHARD. 


Lewisham, London, S.E.4. 


Woolwich, London, S.E.18. T. STANDRING. 


Lambeth, London, S.E.11. F. SUMMERS. 
Poplar, London, E.14. W. C. TURNER. 
Kensington, London, W.8. J. H. Weir. 
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Unilateral Amblyopia 


Sir,—Mr. R. B. Wellesley Cole’s interesting article 
on unilateral amblyopia and your annotation Journal, 
January 24, pp. 202 and 221) should not pass without 
comment. No mention is made of the recently 
introduced Sjégren hand test for assessing the visual 
acuity of young children. Even the less intelligent 
child will give accurate information by this test with 
much greater speed than if the E test or pictures are 
used. 

Since amblyopia (like myopia) is a hereditary defect 
it is clear that the majority of cases will be discovered 
if the brothers and sisters of all children found to be 
amblyopic are examined by the ophthalmologist. In the 
vision clinics which I conduct it is my practice to 
examine all younger children in families where a 
patient is found to be amblyopic, myopic, or squinting. 
This simple method avoids the cumbersome and very 
time-consuming proposal of examining all young 
children at 1 year of age. 

I am doubtful if the majority of amblyopes suffer 
great disability, except in those cases where the good 
eye is lost; in these cases some improvement in the 
visual acuity of the formerly amblyopic eye will be 
within the experience of most ophthalmologists. Many 
will recall contemporaries at school who lost one eye 
by trauma but were still adequate players of ball games. 
The great disability to the amblyope is in those 
occupations demanding good visual acuity in both eyes 
as a condition of entrv.—I am, etc., 


Rainow, Cheshire A. HoLMes-SMITH. 


Sir,—I would like to congratulate Mr. Robert B. 
Wellesley Cole (Journal, January 24, p. 202) and the 
writer of the annotation (p. 221) on drawing attention to 
the frequency of amblyopia and the need for treating 
it early; but there are some points where the reader 
could be misled and one or two where there is strong 
difference of opinion 

The amblyopia under discussion is amblyopia ex 
anopsis : weakness of vision in one eye only, in the 
absence of any detectable disease and where the other 
eye sees normally—i.e., two of the criteria are that it is 
unilateral and that both eyes are healthy. One must 
rule out any disease of the retina or optic nerve in 
particular. In such diseases, sufficient to reduce central 
vision, the pupillary light reflex would be impaired. In 
amblyopia, on the other hand, this reflex is as brisk and 
well maintained as the normal eye. 


I well remember one case classified as having an 
amblyopic eye who came to me about the age of 19 for 
straightening of a strabismus, and, noticing the pupillary 
reaction to be weak on that side, I looked further and found 
a pigmented scar at the macula from what was probably a 
congenital choroiditis (? toxoplasmosis). She had had the 
good eye occluded quite unnecessarily in early childhood to 
try to strengthen an eye which was diseased. 

To rule out disease, it is necessary to examine the fundi 
dilated and, for difficult children, sometimes under 
anaesthetic, as many of the cases of amblyopia arise from 
neglected or mishandled strabismus; and, as in any 
strabismus one wishes primarily a full basic correction of 
any refractive error, I would insist, whatever Mr. Wellesley 
Cole may say, that this is done under full cycloplegia, at 
any rate for the first refraction. The usual procedure is 
atropine for children, but ome can equally well use 
hyoscine, which is faster in action and passes off more 
quickly, so that it interferes less with their schooling. 


Mr. Wellesley Cole has stressed that one eye is 
approximately normal, whereas the other is weak ; but he 
has not given us any of the causes, apart from hereditary 
tendencies. They boil down to interference with using both 
eyes together. This may be because of marked refractive 
error in one eye only, the child suppressing the faulty 
image. It occurs in association with strabismus to suppress 
the diplopia which would otherwise occur. It is said that 
dense amblyopia can only develop in children up to the age 
of about 7. In a strabismus commencing after this age, 
the vision is already fully developed and the patient cannot 
so easily get rid of his diplopia. 

The annotation baldly gives cataract as one of the causes, 
but I would limit this to cases where the cataract is 
unilateral, in early childhood, and distorts vision rather than 
blanks it out. If such unilateral cataract is cleared by 
operation, the child is no better off, as there is now a very 
high degree of hypermetropia, which also would cause 
amblyopia. 

There is another problem not mentioned, and that is 
that some cases are not at all suitable for treatment. If 
there is a great difference between the two eyes, it may 
do more harm than good to try to get them to work 
together. Treatment, to be effective, has to be done 
while the visual faculties are still developing in order to 
have any permanent improvement, and it is no use 
trying occlusion of a good eye after the age of 6 or 
7. It is no use persevering with it month after 
month unless one is making progress each time. As 
amblyopia is one of the main snags in strabismus, and 
as treatment has to be done under observation each 
month right from the start, it is of little use having cases 
of early squint cared for under the Supplementary 
Ophthalmic Service, for that service, even in children, 
only copes with six-monthly visits. One should have 
results from treatment within six months, and so, in the 
case of a strabismus still not straight, the only chance 
of making further progress would be to straighten the 
eye. In fact, one of the main reasons for advocating 
early operation in cases of strabismus is to overcome or 
avoid the trouble of amblyopia.—I am, etc., 


London, W.1. JOHN PRIMROSE. 


Proton-beam Therapy 


Sirn,—With reference to your annotation in the 
Journal of January 24 (p. 223) on proton-beam therapy 
you point out that there are two synchrocyclotrons in 
Britain—one at Harwell and one at the University of 
Liverpool. Soon after the one in Liverpool was built, 
our attention was drawn to the biological research being 
carried out with a similar machine in the University 
of California at Berkeley, in particular to its use for the 
destruction of the pituitary gland as part of the treatment 
of cancer of the breast. Visits to Berkeley were made 
by senior members of our staff, Professor T. N. Jeffcoate, 
Dr. P. H. Whitaker, and Dr. T. A. Chalmers ; and the 
friendly co-operation of Dr. J. H. Lawrence and 
Professor C. A. Tobias, who are in charge of the work 
at Berkeley, has been available at all times. Dr. 
Chalmers, on behalf of this university, also visited 
Uppsala, Sweden, to see the technique used in their 
experimental work with the proton beam. It became 
clear that, as Dr. R. K. McCombs’ has written, “ the 
accelerating machines which have ushered in the 
nuclear era may, in a less cumbersome and _ less 
expensive form, become a part of the radiologist’s 
armamentarium, providing him with an agent of precision 
and penetrating power far exceeding any he now has.” 
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In Uppsala, the energy of the radiation (183 MeV) 
corresponds to a range of 8.7 in. (22 cm.) in unit 
density tissue; at Harwell the energy (147 MeV) 
corresponds to a range of 7 in. (17.8 cm.); the 
Liverpool beam is 380 MeV, with a corresponding range 
of 27 in. (68.6 cm.). This means that proton 
hypophysectomy could be more readily carried out with 
the Liverpool synchrocyclotron than with either of the 
others. 

Plans and estimates were drawn up for the 
construction and equipping of a treatment room in 
the Liverpool Nuclear Physics Laboratory, and an 
application was made to one of the cancer research 
funds for a grant of £39,000 in the first instance, and for 
an annual grant of approximately £8,850 for a minimum 
period of 10 years. The application was unsuccessful, 
and there the matter rests for the time being.—I am, 
etc., 


Faculty of Medicine, 
University of Liverpool. 


J. M. LEGGATE. 


REFERENCE 
' R. K. McCombs, Radiology, 1957, 68, 797 


A Case of Many Lesions 


Sir,—The inauguration of your series of Clinico- 
pathological Conferences is most welcome, and the 
standard set by the first of them (Journal, January 24, 
p. 224) will certainly stimulate anticipation of its 
successors. As Professor Robert Platt remarked, the 
case presented showed many very interesting features. 
One on which he did not comment was the detection of 
an enlarged spleen below the right costal margin. The 
“wandering” azide in treatment of tuberculosis was 
also new to me, and I had to admit defeat in my effort 
to spot the right apical lesion in Fig. 1.* 

It was disappointing to read that you plan to publish 
only eight to ten such reports annually, for, as you point 
out in the leading article (p. 220), the prototype was 
provided by Cabot’s weekly clinicopathological exercises. 
It is obvious that the preparation of these symposia for 
publication invoives a great amount of work, but 
perhaps this difficulty might be met by distributing the 
burden over the teaching hospitals throughout the 
country. 

Another notable feature of the first of the series was 
the unanimity of diagnosis shared by the clinical 
demonstrator, the visiting expert, and the pathologist. 
May I plead for an account of some cases in which the 
three are in gross disagreement, for these are probably 
even more instructive ?—I am, etc., 


Bearsden, Glasgow. A. I. MACDOUGALL. 


Preparation for Hysterectomy 


Sir,—Dr. Winifred Coppard has done well to draw 
attention (Journal, January 17, p. 171) to the possibility 
of patients leaving hospital with only a vague idea of 
the type of operation they have undergone, and, worse, 
that patients may be discharged without the surgeon or 
a senior deputy giving instruction and advice on the 
resumption of normal marital life. Certainly her three 





*We regret these errors. Isoniazid was wrongly spelt; the 
reference to Fig. 1 on p. 224 related to an illustration which was 
omitted from the final text.—Ep., B.M.J. 


patients have suffered considerably at the hands of the 
gynaecologists, and from her description I imagine that 
some of this mishandling had taken place not only in 
out-patients, but in theatre. 

Dr. Coppard has suggested that there might be some 
excuse in that the patient is allowed to fall between the 
surgeon and the family practitioner. This will not do: 
in repairing the pelvic floor a surgeon undertakes to 
re-create, as far possible, normal anatomy allowing 
normal function. With the second of these objects in 
view it is, I believe, worth while to outline the scope 
and purpose of the operation, emphasizing that the 
operation is planned to allow resumption of normal 
married life in three months or so. 

Eight or nine days after a pelvic-floor repair or a vaginal 
hysterectomy a vaginal examination is carried out ; if there 
are small filmy adhesions these may easily be broken down 
by the examining finger. At follow-up clinic six or eight 
weeks after operation the patient is not discharged without 
once again going over with her the important facts of the 
operation. She is then given a time when she may resume 
marital life. Finally, she is told clearly that if there should 
be any slight discomfort or difficulty at coitus she should 
ask her family doctor to refer her to the clinic. It is 
important, I think, to leave the door open for a further 
consultation, for, even after a perfect anatomical pelvic-floor 
repair or vaginal hysterectomy, initial dyspareunia is not 
uncommon and it may be due to nervousness on the part 
of the patient or her husband. 


For a patient living a satisfactory married life it is 
quite possible that the most important part of the whole 
treatment offered her by the hospital nursing and surgical 
staff is this final word given to her (in private, of course) 
by her surgeon. It simply will not do to pass respon- 
sibility for this on to our colleagues in general practice. 
Naturally the family doctor is given all the details of 
the case by letter, but the individual patient has a right 
to expect that her surgeon will accept responsibility for 
returning her to her family not only soundly healed 
from her operation but capable of resuming normal 
marital life.—I am, etc., 

H. C. McLaren. 


Department of Obstetrics and Gynaecology, 
ueen Elizabeth Hospital, 
Birmingham, 15. 


Sir,—Dr. Winifred Coppard (Journal, January 17, 
p. 171) has raised a very important question in 
connexion with hysterectomies. The sexual difficulties 
after hysterectomy are mostly caused by shortening of 
the vagina. The fact that one doctor could report three 
such cases proves that they are more common than is 
generally realized. In the first case there remained 
apparently a vagina of only 1 in. (2.5 cm.) in depth. 

During my earlier gynaecological practice I saw 
several such cases, but since then, having altered my 
technique, I have not encountered any more such 
complications after vaginal or abdominal hysterectomy. 
So as to avoid shortening of the vagina, the following 
steps are essential : 


(1) In vaginal hysterectomy the transverse incision should 
be as low down on the cervix as possible, and not, as is 
usually done, at the junction of the anterior and posterior 
fornix with the cervix. This technique is perhaps a little 
more difficult, as the vagina has to be dissected from the 
cervix before reaching the loose vesico-uterine kgament 
and the peritoneal reflection. About 1 in. (2.5 cm.) of 
vagina can thus be saved. 
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(2) In abdominal hysterectomy, after incision of the 
vesico-uterine ligament, the vesico-cervical fascia _ is 
dissected from the cervix up to the lower end. By leaving 
the fascia on the bladder, there is less danger of injuring 
the bladder and a larger portion of the vagina can be 
saved. 

(3) In cases of vaginal hysterectomy with repair of a 
prolapse, transverse suturing of the vaginal fornix also 
prevents shortening of the vagina. 

Only in cases of hysterectomy for cervical cancer, 
where a large cuff of the vagina is removed, shortening 
of the vagina is unavoidable, and in such cases the 
patient should be warned beforehand.—I am, etc., 


London, W.1. E. SCHLEYER-SAUNDERS. 


Chloroquine in Rheumatoid Arthritis 


Sir,—The recent interest aroused in chloroquine as 
a potentially useful drug in the management of 
rheumatoid arthritis, and its lack of toxic effects 
generally, prompts me to add a further word of 
caution in addition to the letter of Dr. W. L. Ogle 
(Journal, December 20, p. 1533). Nausea, vomiting, and 
mild dermatitis were the only toxic effects noted by 
Freedman in his study,’ whilst Drs. H. Fuld and L. 
Horwich (Journal, November 15, p. 1199), in their 
review of the literature on the use of chloroquine and 
of the results in treatment and following up 39 patients 
from three months to four years, stated that three 
patients could not tolerate prolonged treatment on 
account of gastric upset. 

One patient, a lady aged 76, with a six-years history of 
rheumatoid arthritis was given chloroquine, 500 mg. daily. 
After seven days she noticed giddiness and muscular tremors 
affecting both hands, preventing her from holding a tea-cup. 
These continued for six days. Within 48 hours of stopping 
the chloroquine the giddiness and muscular tremors 
disappeared. 


Wilkinson’ describes muscular tremors and giddiness 
amongst the toxic effects encountered in treating 112 
Africans with chloroquine. These side-effects do not 
appear to have been encountered in the recent literature. 
—I am, etc., 


Hove, Sussex. J. B. GORNALL. 


REFERENCES 


? Freedman, A., Ann. rheum. Dis., 1956, 15, 251. 
? Wilkinson, J., Trop. Dis. Bull., 1954, 51, 487. 


Achalasia of Cardia and Osteoarthropathy 


Sir,—Dr. M. A. Peyman attributes the hypertrophic 
pulmonary osteoarthropathy in his case (Journal, 
January 3, p. 23) to the development of carcinoma in 
the oesophagus, and somewhat unwisely suggests that 
this development was due to the spread of the 
carcinoma to involve the pleura and pulmonary tissue ; 
and from this he argues that the development of 
osteoarthropathy should make one suspect the presence 
of a carcinoma. That this is not necessarily the case, 
and that osteoarthropathy may develop as a result of 
oesophagitis due to stagnation of food in a dilated 
oesophagus is illustrated by the following case history. 

A farm worker of 50 years of age reported in 1952 with 
generalized joint pains, painful oedema of the hands, and 
fever. Examination and investigations revealed the typical 
radiological appearances of hypertrophic pulmonary 
osteoarthropathy and a grossly dilated oesophagus, due to 


achalasia, the walls of which were much inflamed due to 
the presence of stagnating and fermenting foodstuffs. There 
was no pulmonary sepsis. He was seen by Mr. R. Belsey, 
who a _ few days later performed a_ gastrostomy. 
Immediately after this operation, fever subsided, joint pains 
abated, and oedema of the hands and wrists disappeared. it 
was some four months later before Mr. Belsey considered 
that the oesophagus was clean enough to risk 
cardiomyotomy, but this operation was eventually carried 
out with a very successful result. The patient has remained 
fit and well for six years. I can personally vouch for his 
health and strength, as we were haymaking together last 
summer. 


-I am, etc., 


Bristol, 8. J. NAISH. 


Atony of the Female Bladder 


Sir,—The diagnosis of atony of the bladder in the 
four cases described by Mr. H. S. Trafford (Journal, 
January 17, p. 149) seems difficult to substantiate in the 
absence of any other neurological signs. Each case he 
describes seems to be a chronic urinary retention. In 
an advanced state the chronically retained bladder is 
completely insensitive, and considerable care must be 
taken to exclude any obstruction distal to the bladder 
before a primary atony is diagnosed. The absence of 
any hydronephrosis or hydro-ureter certainly does not 
exclude obstruction in these cases, as the bladder wall 
has taken the full load of the back pressure and has in 
fact saved the kidneys from any damage. 


To diagnose histologically “neurogenic atony” on an 
absence of ganglion cells would necessitate an examination 
of the entire bladder wall, as the main concentration of 
ganglion cells is usually in the region of the ureteric orifices. 
Presumably this part of the bladder was not sectioned when 
the partial cystectomy was performed. The normal 
distribution of ganglion cells over the vault of the bladder 
is very sparse, and this distribution will be thinned out even 
further by the excessive dilatation of the bladder wall. In 
fact ganglion cells can rarely be seen even in the wall of the 
obstructed bladder in chronic retention if a biopsy is taken 
from the vault of the bladder. 

In only one of the four cases Mr. Trafford describes is 
there any mention of the condition of the bladder neck, 
description of which is limited to one line. The diagnosis 
of bladder-neck obstruction in the female is difficult at the 
best of times, and only by careful observation using a 
cysto-urethroscope can the features of bladder-neck 
obstruction be determined. He also makes no mention of 
palpation of the bladder neck with a finger per vaginam 
against the cystoscope in the urethra. This can often be 
helpful in assessing any increase of tissue in this region. 
Finally, no mention is made of the condition of the bladder 
walls, whether there was any hypertrophy of the muscle 
or trabeculation of the inner coat. 

As regards his treatment, it seems strange that partial 
cystectomy should relieve this condition. If this is a 
primary atony of the bladder, as he claims, then surely the 
bladder will distend again in the course of time. On the 
other hand, if these cases were true bladder-neck 
obstructions, I agree with him that transurethral resection 
would not give immediate relief, as the chronic retention was 
of such a degree that a period of drainage would certainly 
be necessary before the bladder regained its tone and its 
normal sensation. The period of drainage may be as long 
as nine months in certain cases of advanced chronic 
retention, but I have yet to see the patient who will not 
ultimately regain sensation and control of voluntary 
micturition. 

Chronic retention of urine in the female is not an 
uncommon condition, and I cannot recall this occurring 
in the absence of either an obstructive lesion or some 
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generalized neuropathy. I believe that the sparsity of 
literature on this subject' as observed by Mr. Trafford 
is not due to lack of recognition on the part of clinicians. 
On the contrary, I think he will find that some 
obstruction can be proved in nearly all cases, if not 
every case, of grossly distended bladder in the female.— 
I am, etc., 
Bristol, 8. JOHN MITCHELL. 
REFERENCE 


' Mitchell, J. P., “The Diagnosis and Treatment of Congenital 
Bladder Neck Obstruction,” 1955, M.S. thesis. London 
University 


Polycythaemia and Renal Disease 


Sir, —Dr. A. P. C. Bacon’s recent report of a case 
of hypernephroma presenting with a continuous chest 
murmur (Journal, September 20, p. 729) raises an 
intriguing speculation based on the demonstration of 
an association between some renal diseases (particularly 
hypernephroma) and polycythaemia. Although no 
mention is made of a red cell count in this case, one 
wonders what significance was attributed to a haemo- 
globin of 108% and a blood pressure of 190/80 in 
a case of continuous murmur. The author ascribes the 
bruit to the tumour mass, which was found to pulsate 
and produce an audible murmur at operation, and he 
cites other instances of hypernephromas being audible 
by stethoscope. It might be interesting to review the 
haematologic findings in these cases, since polycythaemia 
is another condition which may produce such a 
phenomenon. 

Forssell' first suggested that hypernephroma be 
included among those tumours causing polycythaemia. 
Videbaeh? had previously encountered two cases of 
hypernephroma in a review of 35 cases of poly- 
cythaemia, while Conley ef ail.,° using the opposite 
approach, discovered polycythaemia in 3 of 139 cases 
of hypernephroma. A further review* of 273 cases of 
hypernephroma disclosed polycythaemia in five. There 
have been two recent reports®* of polycythaemia in 
patients with hydronephrosis. In one of these® there 
was increased blood volume and plasma turnover as 
measured by radio-iron uptake studies. 

The red cell count and blood volume return to normal 
levels following removal of the affected kidney. This 
fact and the absence of either leucocytosis or thrombo- 
cytosis suggest that these cases may not be justly called 
polycythaemia rubra vera and that erythrocytosis or 
erythrocythaemia may be preferable terms. The 
underlying mechanism has not been elucidated, but 
there is apparently a stimulus to erythropoiesis in 
these abnormal kidneys. What this may be no one 
has suggested, but to my mind the postulated renal 
“hormone” (erythropoietin) of Bethel’*® might be 
considered.—I am, etc., 

Trinity College, Dublin S. F. CAHALANE. 
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Hospital Sterilization 


Sir,—The advocacy lately in your columns of the 
abandonment of drums for sterile materials—e.g., in the 
letter by Mr. D. A. Kernahan et al. (Journal, January 17, 
p. 169)—is alarming, involving as it does the wrapping 
of materials to be sterilized only with material, such as 
cloth or cardboard, which is pervious to water. 

If the surface of any such sterilized pack were to be 
wetted with even a drop of contaminated condensate 
falling from a fitting overhead or from a ceiling, it 
might well result in a serious artificial infection of a 
patient. Bacteriological sampling, even of the whole 
stock of sterilized material, could not be expected to 
detect such contamination, and therefore the source of 
the infection would probably not be found. 

This hazard, while not likely to present often, does 
not arise with drums, nor does the hazard of being 
placed on wet surfaces. While any action to save 
money in running hospitals is administratively desirable, 
how much money must you save before it equals the 
value of one life hazarded and lost thereby ?——I am, etc., 


Gaillimh, Eire S. Ua CONCHUBHAIR. 


Post-operative Penicillin in the Septic Hand 


Sir,—Your contributor Dr. John Anderson (Journal, 
December 27, p. 1569) is to be congratulated for his 
report on the dispensability of post-operative penicillin 
in septic-hand surgery. It is high time we were again 
invited to consider the subject. If his painstaking 
analyses and observations encourage others of your 
readers (as well as myself) to re-examine their methods, 
some of the quarter of a million suffering from this 
condition each year will profit from it in more ways 
than one. 

I can support his main contention from our own 
experience, though I am not a good enough 
mathematician to follow his statistical argument. Two 
and a half years ago we began to wonder if our post- 
operative penicillin was necessary. At that time we 
brought all cases back for an injection on the first post- 
operative day. Many years of this routine had taught 
us what results to expect from it. For the next six 
months all cases operated on Monday, Wednesday, and 
Friday came on the following day for the usual post- 
operative injection; those operated on Tuesday, 
Thursday, and Saturday did not. At the end of the six 
months an assessment of the two series showed no 
significant difference. We therefore abandoned all 
post-operative injections in routine cases, and have not 
used them since. 

I have been particularly interested (in spite of my 
limitation already mentioned) in Dr. Anderson’s brave 
attempt to apply statistical methods to this particularly 
unpredictable branch of minor surgery. There are so many 
other, uncontrollable influences on the recovery of septic- 
hand lesions that the single influence of any antibiotic can 
seldom be paramount. He himself includes, I think, a 
case where a yeast infection and pulp necrosis prolonged the 
incapacity to 189 days. One or two such prolonged cases in 
any series, when the majority can be healed in 7-10 days, can 
play havoc with the figures. As another instance, three out of 
four cases of paronychia are entirely subcuticular (as Pilcher 
et al. pointed out"), and I don’t see how much penicillin 
can ooze out into them through the intact dermis. In this 
type of paronychia penicillin may be wasted at any stage of 
the treatment, and I think this is why Bailey’? advocated 
discrimination in using it. In the remaining quarter, 
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however, the paronychia is due to a subcutaneous abscess 
in the nail sulcus and penicillin may help. You cannot 
be sure which type it is until you operate on it. Therefore 
we ourselves still give pre-operative penicillin to all our 
cases of paronychia, and are prepared to waste it in 75% 
for the sake of the rest. This may help to explain why 
Dr. Anderson has more difficulty with his statistics in 
paronychia than in (for instance) web infection. 

Dr. Anderson makes no attempt to relate his results with 
penicillin (however exhibited) to the bacteriological reports 
on penicillin resistance. At first sight this may seem to leave 
a serious loophole, but, again, I am sure he is right not 
to do so. “Penicillin resistance” in casualty departments 
is only a relative term. When we examine the cultures 
(by the disk method) we almost always find a well-marked 
clear zone round ai/ the disks. “ Resistant” staphylococci 
are the ones with a small zone. “ Sensitive ” staphylococci 
show a large one—but none of them grows right up to the 
disk. Dr. Anderson rejoices that between 80 and 90% of 
his patients had bacteriostatic levels—presumably bacterio- 
static to the standard Oxford strain. But there is much 
more in the action of penicillin upon a staphylococcal lesion 
than is suggested by laboratory estimations, and I suspect 
that nearly all strains—* sensitive” or “ resistant "—likely 
to be encountered in casualty departments are affected by a 
high concentration at the time of operation. The exceptions. 
of course, are mainly in the nurses and the doctors, and 
these have probably been imported from the wards. Other 
considerations also, such as the heaviness of the inoculation 
and the vascularity of the surroundings of the lesion, 
influence the response of an acute superficial infection to 
penicillin, and these are not reflected in an assay in vitro. 

Although I do not know if he has proved it, I am 
in complete agreement with his conclusion. There is 
no point in maintaining high levels for two or three 
days after operation in the majority of cases, and no 


point, therefore, at that stage, in using “depot” 
preparations. If everyone treating septic hands is 


prepared to accept Dr. Anderson’s suggestion, we stand 
to save, amongst other things, hundreds of thousands 
of injections a year.—I am, etc., 

Sunderland T. G. LOWDEN. 
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Natural History of the Psychoneuroses 


Sir,—I feel the paper on the natural history of the 
psychoneuroses by Dr. Harold E. R. Wallace and Miss 
Marion B. H. Whyte (Journal, January 17, p. 144) is in 
many ways valuable and illuminating and an admirable 
example of persistent extraction of virtue from defeat. 
But to my mind it follows the tendency, becoming 
frequent nowadays, of discounting valuable minorities 
in a welter of statistics and generalization. After all, 
the human race has persisted for the greater part of its 
life without scientific treatment of illness, physical and 
mental, and the ultimate generalization is that, provided 
the illness is not too severe, most will recover or establish 
some sort of equilibrium—except those that do not. 

This paper discusses the natural history of the neuroses, 
but the inference is, at least to the casual reader, that it 
does not matter much whether you treat a neurotic or not, 
a comforting solution for waiting-lists. I am only offering 
these comments because I think such an inference is not 
supported by detailed examination of cases, and could lead 
to widespread neglect. In this series, granted the practical 
difficulties of investigation, seven cases who presumably 
insisted on being treated and eleven who refused to be 
interviewed—i.e., over 25% if added to the 49—are excluded. 
These might represent more urgent or less favourable cases. 


All sorts of cases are lumped together as “ miscellaneous,” 
and no assessment is made of the mildness or severity of 
the conditions. “Recovered” and “Improved” are put 
together to produce a joint result which in one place is 
called “ the recovery rate.” Further, of those who actually 
recovered, 33% are said to have been grateful for the help 
of the general practitioner, while 41 of those improved 
attributed their improvement to getting better housing, 
suggesting that many were superficial reactive cases. 

I would not dispute that many cases referred to out- 
patients are mild, and many would get better some time 
or at least establish a workable even if wasteful 
compromise. That is not necessarily an argument against 
treatment—and it also applies to organic cases. Also 
psychotherapy is not always successful any more than 
physical treatment is. But that should not obscure 
the other side of the picture—valuable personalities 
suffering from severer conditions, whose prospects can 
be markedly improved, provided selection is used in the 
case and the treatment, and sufficient time and care is 
available. I do not think that when one meets such 
individual cases there -is much doubt about the need 
for treatment or about many of the results.—I am, etc., 


London, W.1. ALAN MASON. 


Cardiac Murmurs in the Newborn 


Sir,—Dr. E. D. Burnard’s paper (Journal, January 17, 
p. 134) interested me very much, since his observations 
agree so closely with my own. Indeed, I have already 
in correspondence! likened the clinical picture of 
respiratory distress in the newborn to that of congenital 
heart lesions in infancy associated with overfilling of 
the lungs. Diminished compliance in such overfilled 
lungs is to be expected. 

Obviously the ductus arteriosus is all-important in this 
syndrome, and it is imperative that we should try 
to determine its exact function in the neonatal 
circulation. In routine examination of premature 
infants I have frequently heard a systolic murmur in 
the pulmonary area, and on several occasions have 
heard the continuous murmur Dr. Burnard describes. 
On occasions recently the following sequence of events 
has been observed in premature babies in respiratory 
distress : 

Stage 1.—No murmur. Delay in establishment of 
Condition fair, but signs of respiratory distress 


respiration. 
developing. B.P. low. 
Stage 2.—Systolic murmur. Respiratory distress ++. 


Frequent cyanotic attacks: sometimes prolonged apnoea. 
B.P. low or low normal. 


Stage 3.—Continuous murmur. Respiratory distress still 


present, but cyanotic attacks absent or very few. B.P. 
normal. 
Stage 4. No murmur. No respiratory distress. Colour 


remains good out of oxygen. B.P. normal. 

In one 34-Ib. (1.6-kg.) infant Stage 3 (with a very 
characteristic ductus murmur) was not reached until the 21st 
day, and Stage 4 at 26 days, after which there was a 
dramatic improvement in the infant’s condition. Here was 
good evidence to suggest that the ductus had remained 
patent in a premature infant fer nearly a month before 
closing spontaneously. but during this time there had been 
numerous cyanotic attacks and the infant’s condition had 
been precarious. 

It is true that delayed onset of respiration and respiratory 
distress have contributed to the frequency with which we 
have heard these murmurs, but the infant’s condition has 
not always been serious when we have heard them. Lately 
we have regarded the continuous murmur as a more 
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encouraging sign than the systolic murmur, believing it to 
mean that the ductus is constricting and that the blood flow 
is in the right direction—namely, towards the lungs, and, 
therefore, preventing that vicious circle of cyanosis and 
circulatory collapse with which we are all familiar. We 
have usually found the systolic blood pressure. measured by 
the flush technique (2.5-cm. cuff), to be over 60 mm. Hg 
when this murmur has appeared, and, if the continuous 
murmur has then disappeared while the infant’s condition 
remained good, we have taken it as a sign that the 
respiratory distress and cyanotic attacks were at an end. 

I have no doubt that persistent patency of the ductus 
arteriosus in the newborn infant is a perpetual threat to 
the development of these symptoms, and I am anxious 
to correlate the type of murmur not only with the 
clinical state of the infant but also with the anatomical 
state of the ductus. In infants who die necropsy 
measurements of the degree of contraction of the ductus 
can be made using a measurable index such as that of 
Blanco and Nodot*—i.e., the ratio diameter of ductus 
diameter of left carotid artery.—I am, etc., 


Department of Child Health, R. J. K. Brown. 


Welsh National School of Medicine. 
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Dystonic Reaction to Perphenazine 


Sir,—The report by Drs. R. D. Montgomery and 
V. L. Sutherland of an acute dystonic reaction to 
perphenazine (“ trilafon ”) (Journal, January 24, p. 215) 
recalls a similar case which occurred in this hospital 
recently 

A healthy, married, high-grade feeble-minded mental 
defective, aged 24, who had suffered previously from a 
schizophrenic illness, had a sudden relapse and became 
depressed, confused, hallucinated, and aggressive. 8 mg. 
of perphenazine was administered orally three times a day. 
Forty-eight hours later she suddenly developed oculogyric 
crises and tonic neck contractions, and these spread to 
involve the muscles of her back, with opisthotonos in 
spasms. 

The dystonia subsided within 12 hours upon withdrawing 
the drug, but a surprising finding was that the schizophrenic 
symptoms also disappeared. The next day schizophrenic 
symptoms recurred, and a smaller dose of perphenazine 
(4 mg.) thrice daily plus promethazine (25 mg.) twice daily 
were administered orally for eight weeks without the 
recurrence of any side-effects, by which time she had 
recovered completely. 

Perphenazine has been used in many other cases 
during the past four months, to a total of 30 g., and 
no side-effects of any kind were noted. The beneficial 
clinical effect of the dystonia resembled that of electro- 
convulsive therapy.—I am, etc., 

T. S. Davies 


Hensol Castle Institution, 
Pontyclun, Glamorgan 


Weight Lifting 


Sir,—I have read Dr. Peter R. Davis’s article on 
“Posture of the Trunk During the Lifting of Weights ” 
(Journal, January 10, p. 87) with much interest. May I 
attempt to add to it with much less erudition but perhaps 
with more practical knowledge ? I was fortunate enough 
from the age of 50 to 60 to be able to run a small farm 
as well as a practice, and it was my lot week by week to 
lift hundredweight (SI kg.) bags of feeding-stuffs from 


the floor and empty them into bins. This was not a 
feat of strength but a matter of mechanics. 


It is probably correct to say that the trunk, except as a 
support for the arms, should not be used at all in the act 
of lifting. The first essential is a good grip of the weight, 
because, if one hand gives way, there is an immediate 
unguarded lateral flexion of the spine with resultant undue 
stresses, There are two stages in lifting: the first, as high 
as the waist line; the second still higher. The sound 
mechanics of lifting are first to flex the knees, take a good 
grip of the weight, bend the trunk on the thighs to an 
angle of about 45 degrees. Throughout the lift the spine 
must be kept fully extended. Merely by extending the 
knees the weight is raised waist high. If it is desired to 
lift the weight any higher, then the trunk is allowed to 
regain its erect position, but whilst this is being done no 
attempt is made to lift the weight any higher. It is only 
when the body is fully erect that the weight is lifted any 
higher, and this is done by the arms alone. 

If it is not possible to raise the weight from the floor 
by extending the knees, or to lift it any higher by means 
of the arms, then the weight is too great for the 
particular person to lift. The golden rule is never to flex 
the spine.—I am, etc., 


Topsham, Devon. F. E. GRAHAM-BONNALIE. 


Antibiotics in Acute Tonsillitis and Otitis Media 


Sir,—Dr. David Wheatley’s argument (Journal, 
December 20, p. 1530) seems to be: penicillin 
cures streptococcal throats, streptococcal throats may 
be followed by rheumatic fever, rheumatic fever 
therefore should be prevented by treating streptococcal 
throats with penicillin. This, though partly true, seems to 
me an over-simplification, and I would agree with him 
only if he would add the words “ in adequate dosage for 
10 days.” How many patients would keep up the 
treatment for 10 days is another matter. Personally I 
don’t think it’s practical. 


Catanzaro et al.’ have shown that rheumatic fever is not 
prevented unless streptococci are completely eliminated from 
the throat. Brumfitt and Slater’? found that streptococci 
were not completely eliminated from the throat by four 
days’ treatment with penicillin; as soon as penicillin was 
stopped the number of positive throat swabs started steadil\ 
rising day by day, and four days after stopping penicillin 
40% of patients had positive swabs; three or four weeks 
later at the follow-up the penicillin-treated cases gave as 
many positive swabs as the controls. Wannamaker ef al.’ 
found that a ten-day course of intramuscular penicillin was 
necessary to rid the throat reliably of haemolytic 
streptococci 

Catanzaro et al. also made the interesting observation that, 
if penicillin is withheld until the 9th day (by which time 
the throat is more or less better) and then given in adequate 
dosage, rheumatic fever will still be prevented; in other 
words, early treatment by penicillin is not essential to 
prevent this complication. En passant, they also found 
that sulphadiazine was quite useless in preventing rheumatic 
fever. Brumfitt and Slater’s conclusion, therefore, that if 
penicillin is being used as a prophylactic agent against 
rheumatic fever a four-day course is of doubtful value, 
seems to be a correct statement of the facts as far as they 
are known. It is interesting to notice, incidentally, that 
in the epidemic of acute nephritis in Northamptonshire 
affecting 89 persons, mainly children, Pleydell and Hall- 
Turner* reported that “frequently oral penicillin had been 
given by the general practitioner” for the preceding sore 
throat. 

Turning to otitis media, Dr. Wheatley quotes Dixon’s 
paper® in support of penicillin therapy—321 cases treated 
with penicillin, of whom 88 reported at the follow-up with 
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only four cases of minimal residual deafness among them. 
What Dr. Wheatley does not take into account is the 233 
cases who did not turn up at the follow-up; we have no 
means of knowing why they did not appear, but for all 
we know they might have included the “ dissatisfied 
customers,” and a self-selected series like this cannot be 
used to prove anything. There are three further points to 
note about this paper: first, that these were not average 
general practice cases, but cases referred to a consultant ; 
second, that they were treated with crystalline penicillin 
injected twice daily for five days personally by a doctor 
or a nurse; and, third, that more than half of them had 
already perforated before being seen, so that free drainage 
was already present. a state of affairs which we all agree 
warrants antibiotic treatment. 

The point that Dr. John Fry (Journal, October 11, 
p. 883) made was that 75% or more of the cases 
occurring in general practice could equally well be 
treated without antibiotics, and this also is my 
experience.—I am, etc., 

Felsted, Essex. PETER A. WALFORD. 
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Hula-hoop Syndrome 

Sir,—Dr. Guy Beauchamp’s letter on the hula-hoop 
syndrome (Journal, January 3, p. 51) raises many 
interesting points. He has rightly observed that the 
right-handed person will naturally perform the 
necessary action in a clockwise direction, whilst the 
left-hander will be more proficient in the other direction. 
But I think his suggestion that “safety lies in insisting 
on the child being able to perform the exercises equally 
(well) in both directions * (my italics) is an unattainable 
counsel of perfection. 

For many years I have posed, and got no satisfying 
answer to, this question: Why are we, the human 
species (with a few exceptions who are ambidextrous) 
either right-handed (and footed) or left-handed ?_ I think I 
am right in stating, or-assuming, that in normal health our 
paired organs, such as the eyes, ears, kidneys, gonads, etc., 
all function equally well on either side. Why then should 
the right-handed person develop greater strength, longer 
length, and more dexterity in his right limbs than in his 
left? I believe that this peculiarity is not confined to the 
human species, but is almost universal. Certain horses and 
greyhounds, I am told, are more likely to win when the 
race-course is clockwise or the reverse. It is obvious that 
the right-footed athlete running on a circular track which 
curves from right to left will have an advantage denied to 
his left-footed competitors, since he has his stronger leg, 
which takes the thrust and counteracts centrifugal force, on 
the outside of the bends. 

I beiieve, from observation, that this peculiarity (of 
being cither right- or left-handed) is common, if not 
invariable ; e.g., in runner beans and the shells of snails 
the spiral is always clockwise from base to apex. On 
several occasions I have untwined runner beans and 
reversed the spiral. They soon return to the normal 
clockwise spiral. And do not dogs, before going to 
sleep, always rotate clockwise ? Why should this be 
so ?—I am, etc.. 


Dundee F. R. BRown. 
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Subjects for Harveian Orations 


Sir,—In a “ Nova et Vetera ” essay in the Journal of 
November 8 (p. 1159) Sir Arthur MacNalty discusses 
Sir Geoffrey Keynes’s Harveian oration on “ Harvey 
Through John Aubrey’s Eyes.” This must have been 
of great interest to Harvey lovers in Britain, the 
Continent, the Commonwealth, and the U.S.A. 


It has often been said that Harveian orators in recent 
years have had some trouble in finding new ground on 
which to base their orations. Although most of these 
orations have centred upon the discovery of the 
circulation of the blood, translations of the De Motu 
Cordis et Sanguinis, upon Harvey's education, back- 
ground, training, teaching, investigations, and friends, 
several have been devoted to MHarvey’s_ treatise 
De Generatione. In spite of the fact that Harvey had 
not the use of the microscope (van Leeuwenhoek’s 
famous observations did not appear until 1677), the 
De Generatione, published in 1651, was important 
enough to rouse much discussion and controversy 
on the Continent, where the battle between the 
Preformationists and Epigenesists soon assumed 
astonishing proportions. Harvey was one of the latter. 
and his work precipitated a spate of treatises criticizing 
or praising Harvey as an embryologist. 

The criticism of Harvey was carried on far into the 
18th century, especially in France. I have on my book- 
shelves, for example, twovery provocative treatises: 
(1) The Venus Physique of the French scientist de 
Maupertuis, which was published first at the Hague in 
1746, its subtitle being “ A Dissertation on the Origin 
of Men and Women.” In this book the teaching of 
Harvey is discussed in four chapters, and de Maupertuis 
supports him against the Preformationists. (2) The 
second treatise is called the Art of Making Children 
and is written by an anonymous M., a doctor of medicine 
in the University of Montpellier (1770), in reply to the 
Venus Physique. I recently inquired at the University 
of Montpellier as to the identity of this doctor M. but 
without success. Perhaps some of your embryologist 
readers could tell me more about this remarkable book. 


Going over the list of the 17th- and 18th-century 
books for and against Harvey, I feel that there is a vast 
field here for further investigation by Harveian 
scholars.—I am, etc., 


Morpeth, Northumberland. WILLIAM STEPHENSON. 


Hospital Decoration 


Sir,—Dr. G. C. Steel (Journal, January 3, p. 43) has 
written a masterly article on the decoration of 
anaesthetic rooms; by it we are compelled to serious 
admiration. We in Carmarthen have reached the same 
conclusions (no, only clinical impressions), but we have 
had great fun, in which the patients have joined. We 
have had no need to consider whether “ financial 
expenditure ” (7d. pure turpentine) was “justifiable or 
commendable.” 

A sloping piece of ceiling and the reproduction of the so 
very peaceful deer in Recent Advances in Anaesthesia’ 
provided the impetus. A flight of birds was suggested. A 
consultant surgeon vetoed this. Sensitive patients, he said, 
would be made to think of “ flying over to the other side.” 
A large fish blowing bubbles was finally produced. He is 
seen through the water, on the surface of which are some 
handsome water-lilies. Painting while wobbling on a stool 
on top of the diathermy machine was not easy, but the 
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theatre porter was a help and encouragement itself. Lacquer 
paints diluted with turpentine went fairly well on the glossy 
white paint. The house-physician added two tadpoles and 
a small bright red fish. The matron then feared communist 
infiltration ; and I quickly changed it into a goldfish. Some 
more tadpoles were added and an assortment of sea (or 
lake ?) shells. The gynaecologist was disappointed and 
thought the patients would lie waiting and think, “ Poor fish 
that Iam.” A dragon-fly was put in, but the theatre sister 
felt it suggested an unpleasant buzzing, and so it was painted 
out again. The porter wanted to know what was on the 
far side, so the surface of the water was put into perspective 
with a man in a boat and a landing-stage. Behind this an 
attempt was made to depict the country house of one of the 
consultants, some hills, and a wood. 

One of the anaesthetists was teased that the fish was 
to be painted out as the theatre was redecorated ; he 
was up in arms. The theatre porter says that the 
patients constantly bait each other’s curiosity about the 
fish, even from outside the hospital. Nearly all the 
children want to see it again; to see how much they 
can remember of the picture. We hope to make a 
mobile model of “Sooty” to balance over the trolley 
so that the children will have company in coming down 
to the theatre. Our porter is a born mimic, so I think 
they will have great fun—but this is letting out a secret. 
—I am, etc., 

Carmarthen. A. R. Kemp. 
REFERENCE 
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Sir,—Doctors often delight in arguing whether 
medicine is an art or a science, but when the subject 
of a learned article is a mural in an anaesthetic room 
there can be no doubt as to which factor takes 
precedence. I think it would have been more proper 
and certainly more gallant if Dr. G. C. Steel (Journal, 
January 3, p. 43) had paid the artist of the mural at the 
Chelsea Hospital for Women more of a compliment than 
a very small footnote at the end of his article. Mrs. 
Johnstone has a very considerable reputation in the 
execution of murals, and in particular she is a brilliant 
painter of animals. Her work beautifies and enlivens 
the walls of many private and public buildings. Medical 
examples may be seen not only in the anaesthetic rooms 
of the Chelsea Hospital and St. Bartholomew’s, but in 
the X-ray Department at Paddington Green Children’s 
Hospital.—I am, etc., 


London, W.1. MICHAEL HARMER. 


Planning for Head Injuries 


Sir,—I should like to correct a mistake which appears 
in Mr. Walpole Lewin’s article in your issue of 
January 17 (p. 131). In Fig. 1 no neurosurgical centre 
appears in South-East England, and no mention is 
made of neurosurgeons actually working in this area. 


Since the last war a neurosurgical unit has been in 
existence at Hurstwood Park Hospital, Haywards 
Heath. This unit has increased in size and serves a 
large area of the South Coast, including the Eastbourne 
and Brighton areas. A neurosurgeon is also on the staff 
of a large general hospital at Brighton. On the other 
hand, a unit is indicated as being at Southampton, but 
as far as I am aware this has not yet been established.— 
I am, etc., 

F. L. Davies. 


Hurstwood Park Hospital, 
Haywards Heath, Sussex. 


Obituary 








Sir MATTHEW FELL, K.C.B., C.M.G., F.R.C.S. 
D.P.H., D.T.M. 


Lieutenant-General Sir Matthew Fell died at the North 
Lonsdale Hospital, Barrow-in-Furness, on January 28, 
aged 86. He had the unique distinction of being the 
first Director of Medical Services of the Royal Air Force 
and, later, Director-General of Army Medical Services. 


Matthew Henry Gregson Fell was born on March 20, 
1872, the son of John Fell, J.P., D.L., of Ulverston. From 
Sedbergh he went on to study medicine at St. Bartholomew's 
Hospital, and qualified M.R.C.S., L.R.C.P. in 1898. He 
took the D.P.H. of the English Royal Colleges and the 
Liverpool D.T.M. in 1907, and was admitted F.R.C.S. in 
1928. After qualification he entered the R.A.M.C. and 
served throughout the war in South Africa from 1899 to 
1902, being awarded the Queen’s medal, with four clasps, 
and the King’s medal, with two clasps. He was also 
mentioned in dispatches. After the war he returned to 
England and was employed at Aldershot and at the War 
Office, and by the time the first world war began in 1914 
had attained the rank of major. Although he went to France 
in that year as staff officer to the director of medical services 
in the British Expeditionary Force, he spent most of the 
war in Mesopotamia, where one of his first tasks was to 
improve the transport of casualties from front to base. For 
his services there in connexion with military operations in 
the field he was appointed C.M.G. in 1917—he was then a 
lieutenant-colonel and brevet colonel—and C.B. two years 
later. He was also mentioned in dispatches on as many as 
eight occasions, and in 1917 was awarded the Russian Order 
of St. Stanislas (second-class with swords). 

The year 1918 saw the creation of the Royal Air Force 
as a separate service, and Fell was transferred to the new 
Air Ministry as Director of Medical Services of the R.A.F., 
with the rank of air commodore. From then until 1921, 
when he reverted to the Army Medical Services, he applied 
himself with vigour to the task of building up an efficient 
medical branch of the R.A.F. From inspector of medica! 
services of the Army in 1921-2, he became deputy director 
of medical services on June 1, 1922, when he was promoted 
K.C.B, and major-general. He returned from Egypt to take 
up the appointment of Deputy Director-General on June 1, 
1926, the day before Sir William Leishman, then D.G.M.S., 
died. Fell succeeded him and held the appointment until 
1929, when he retired. During the same period he was 
an Honorary Physician to the King. After retirement he 
returned to his home county of Lancashire, where, at 
Ulverston, he took an active and useful part in local affairs. 
He was a deputy lieutenant of the county and a justice of 
the peace. In 1908 he married Miss Marion I. Wallace, by 
whom he had two sons and two daughters. 


H.E.W. writes: The passing of Lieutenant-General Sir 
Matthew Fell will be mourned by all those who served with 
him in the medical services of the Army and Royal Air 
Force. He had the unique experience of being the Director 
of both these services successively. In 1919, after special 
selection by Trenchard, he was seconded to the Air Ministry 
from the R.A.M.C. and appointed as Director of Medical 
Services with the rank of Air Commodore. His task was to 
inaugurate and build up a separate medical service for the 
R.A.F., as aviation medicine differed materially in certain 
respects from medicine as practised in the Army. This he 
did with consummate skill and success. One of his first 
actions was to select 50 medical officers for permanent 
commissions in the R.A.F. to fill essential administrative and 
professional posts. He selected approximately an equal 
number from the Navy and Army, most of them having 
seen service with the Royal Flying Corps or the Royal Naval 
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Air Service. Here his flair for judging the ability and 
character of people stood him in good stead, as after events 
proved. He left the R.A.F. after three years, having firmly 
established the medical services on sound principles, 
including the dictum that a specialist medical officer could 
remain practising his specialty unless he opted to be 
transferred to administrative or other duties. This degree of 
professional security played an important part in attracting 
to and retaining in the R.A.F. doctors of the required calibre. 

Fell was a born leader of men, as you realized as soon as 
you met him. He had the habit of looking straight at you 
with his blue, kindly eyes which seemed to penetrate your 
soul. He was quick in making a diagnosis either of 
character or of disease, for he was a sound practical doctor 
as well as an outstanding administrator. He was frank, 
friendly, human, and generous, and delighted in the company 
of his fellow men. In this connexion he made frequent 
visits to units to make personal contacts. He had a 
remarkable memory for faces and facts, and he rarely forgot 
any of his charges, whether officers or other ranks. After 
selecting a man for a job, he trusted him to do it and gave 
him every encouragement, including desirable or necessary 
contacts. In this way those serving with him trusted him 
implicitly. 

After Sir Matthew retired from active service he kept in 
close contact with his former associates and maintained a 
keen interest in their activities right up to the end. He left 
an indelible mark on the R.A.F. Medical Service, as those 
who served under him strove to practise and perpetuate the 
wise principles and tenets instilled into them by him. These 
have been handed down to later entries into the service, 
though many serving now doubtless are ignorant of their 
origin. He was justly proud of being the father of the 
R.A.F. Medical Service, and it was a great joy to him to be 
able to witness the fruition of his plans with its growth to 
maturity and the important part that it played in helping to 
win the second world war. It can be truly said of Fell that 
the good that man does lives after him. 


We are indebted to Major-General R. A. BARNSLEY for 
the following appreciation: Matthew Fell was never one 
of those who “unto the ladder turned his back, scorning 
the base degrees by which he did ascend.” Notwithstanding 
the many honours heaped upon him he always maintained 
his two great loyalties—to his hospital, St. Bartholomew’s, 
and to the R.A.M.C. I first got to know him when he was 
Director-General and I was an obscure company officer at 
Millbank, and our correspondence only ceased a week or 
so before his death when he sent a selection from his library 
for distribution among our Corps archives. These were 
only a few of the many books and documents he sent us 
from time to time, one of which was the typically gallant 
letter he received from his friend Colonel Martin-Leake 
when the latter learned that his pulmonary cancer was 
beyond remedy. 

Though pitifully emaciated in his later years, Sir Matthew 
continued to attend our annual dinners, combining his visits 
with the gatherings of his beloved Flyfishers Club. Most 
of my generation will remember him best as he was in 
1929, a burly figure, forthright in manner but always with 
a kindly humorous twinkle in his eye. He had, in fact, 
very much in common with his two great friends, Charles 
Gordon-Watson and Arthur Martin-Leake, and he played 
some part in the events which led to Leake’s winning the 
clasp to his Victoria Cross. 

It will be remembered how Martin-Leake made « hurried 
get-away from his Indian appointment in order to reach 
the Great War before it was all over, jumping a passage 
in a highly irregular manner in a French collier and finally 
arriving at Headquarters in France. Here he was told 
somewhat pompously that he would have to go home to 
the depot for further training and instruction. This certainly 
did not suit one who had already won a V.C. as Baden 
Powell’s regimental medical officer in South Africa. 
Tempers were running high and voices raised when Fell, 


who was a D.A.D.M.S. in the next office, with great presence 
of mind snatched up a handful of papers and burst in to 
say that medical officers were being urgently called for from 
the front. This ended the interview ; Leake was summarily 
dismissed and his friend Fell arranged a posting to 5 Field 
Ambulance. About a fortnight later, in November, 1914, 
he had won a bar to the Victoria Cross. 

This incident is typical of Sir Matthew Fell. Though 
his dealings with higher authority were sometimes 
unconventional, he would always give whole-hearted support 
to those serving under him. Doubtless many eloquent 
tributes will be paid to his professional and administrative 
achievements both in the Army and in the Royal Air Force, 
but I feel that these few recollections, taken from a large 
store of grateful memories, may reveal something of the 
very human qualities of a man whose name will always be 
remembered with respect and affection throughout all ranks 
of the R.A.M.C. 


S. I. LEVY, F.R.CS. 


Mr. S. I. Levy, senior consulting surgeon to the London 
Jewish Hospital and surgeon to the All Saints’ Urological 
Centre attached to the Westminster Hospital, died at his 
home in London on January 12. He was 59 years of 
age. 

Simon Isaac Levy was born in Liverpool on November 9, 
1899, but received his early education in Cardiff. On the 
completion of his studies there he moved to London, where 
he continued his clinical training at the Westminster Hospital, 
qualifying M.R.C.S., L.R.C.P. in 1922. For a short time he 
engaged in general practice, but, having decided to specialize 
in surgery, he undertook postgraduate work at Guy’s 
Hospital and the London Hospital and obtained the F.R.C.S. 
in 1926. Before becoming a consultant he was surgical 
officer to the Westminster Hospital, surgical registrar to the 
London Jewish Hospital, and clinical assistant to the Prince 
of Wales’s General Hospital at Tottenham. At the time 
of his death he was senior surgeon to the London Jewish 
Hospital, the Bearsted Memorial Hospital, and the All 
Saints’ Urological Centre (Westminster Hospital). He had 
been for many years a consultant to the East Ham Memorial 
Hospital, but had to give this up owing to pressure of work. 

Mr. Levy's professional skill and attainments, his 
intellectual integrity, and his conscientious devotion to his 
duties were soon recognized, and he rapidly gained a unique 
position as a most able surgeon. With these qualities he 
combined a commanding personality and an _ unfailing 
courtesy of manner which endeared him to all with whom 
he came in contact.—L. G. 


D. L. writes: S. I. Levy, or “Sim,” as he was known to 
us all, will be remembered for many things, not only for 
his surgery and his contribution to humanitarian causes but 
for his stupendous courage since his very serious “ coronary ” 
five years ago: that is what has left the deepest impression 
on those who knew him well. Always a hard worker, 
devoted to his surgery, he was dismayed, as all medical men 
would have been, but he faced adversity with a courage 
and determination given to few—a courage which can only 
have been inspired by his love of life and of his family. 
Although inevitably he was laid up for many months and 
could not resume the full day-to-day burden of consultations 
and operations, which is the reward of a capable surgeon, 
he chafed at being idle, and within a surprisingly short 
time was again to be seen in his consulting-rooms and 
at his hospitals. His large personal following, to whom he 
could never give too much time and to whom he was 
accessible at all hours, probably thought that this was only 
natural. However, those of his colleagues who knew how 
desperately ill he had been were astonished at his continuing 
courage and good humour and would have wished him 
to spare himself. But they realized that for someone whose 
work meant so much complete retirement would have been 
heartbreaking, and they forbore from persuading him, 
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feeling that it would probably have been a waste of time, 
in any case, to try to do so. One thing relieved the anxiety 
of his last years. No man could have had more support 
than he had from his deeply devoted wife. From the time 
of his attack she was with him constantly, providing him 
with a sodium-free diet—and only those who have had 
to battle with this can know how difficult it is to make 
day-to-day feeding interesting. It was she who made life 
bearable for him when his enforced idleness deprived him 
of his surgical work. Those who mourn him hope that 
she will be comforted by the fact that she gave him all the 
happiness possible in those last trying years 


CHARLES CORBEN, M.D., F.R.C.S.Ed. 
Dr. Charles Corben died on January 15 at his home at 
Cheam, where he had practised for well over forty 
years. He was 88 years of age. 
Wiltshire man. 
1870, he was educated at 
from there proceeded to 


Charies Corben Born at 
Marlborough on August 7, 
Marlborough College, and 
St. Bartholomew's Hospital Medical School, qualifying 
M.R.C.S., L.R.C.P. in 1893. He first settled in the country, 
and practised at Caldicot, near Chepstow, in Monmouthshire, 
remaining there until 1911. In that district he enjoyed to 
the full the life of a country practitioner, but the changes 
brought about by Lloyd George’s National Insurance Act 
made him desire to give up country practice. He then 
decided to spend some time in postgraduate study and to 
acquire higher qualifications. Accordingly he went to 
Newcastle, Edinburgh, and elsewhere, obtaining the M.D. of 
Durham University (then open to practitioners of fifteen 
years’ standing) in 1912 and the F.R.C.S.Ed. in the following 
year. Early in 1914 he settled in Cheam, Surrey, where 
he was still working at the time of his death. His practice 
grew steadily, and by 1948 it was a partnership of four. 
After the changes brought about by the advent of the 
National Health Service Act, he decided to continue in 
practice privately, for neither in 1911 nor in 1948 could he 
bring himself to accept the idea of State medicine. Quite 
soon after going to Cheam, he became identified with the 
Sutton and Cheam Hospital, where he did a great dea! of 
surgical work. He remained on the staff until he retired 
on reaching the age of 60, shortly before the rebuilding of 
the hospital on its present site. Since 1948 he had been 
practising on his own and had a list of visits prepared for 
the day on which he died. 


was a 


T. E.S. writes: Charles Corben had always a very alert 
mind and a ready facility for picking out the essential facts 
in any problem, and this he retained to the end. Although 
of late years failing hearing and sight had greatly restricted 
his activities in certain directions, his quick intelligence 
remained, as also did his enthusiasm and interest. He was 
by nature a good doctor, being always sympathetic in his 
dealings with people and always having the welfare of his 
patient very much at heart. A founder member of the 
Sutton and District Medical Society, he always kept in touch 
with new methods and developments in medicine and 
surgery. He travelled widely, and it was characteristic that 
he saw everything possible in any place he visited. Enjoying 
literature, music, and the theatre, he was very well informed. 

In his early years he was a keen games player, and all his 
life was interested in rugby, hockey, and tennis. He had 
been a noted tennis player and until quite recently never 
missed the Wimbledon meeting. He was much interested, 
too, in country life. In his early days in practice in the 
country he used to hunt and was considered a good judge 
of a horse. In later years he enjoyed rough shooting until 
compelled to give it up when his sight deteriorated. He was 
a devout churchman, and among those attending 
service in Cheam parish church were 


always 
his memorial 


representatives of families who had long regarded him as a 
firm friend and counsellor as well as medical adviser. He 
will be greatly missed, and our sympathy is extended to his 
two daughters. 
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R. H. CLAYTON, M.B., D.P.H. 


Dr. R. H. Clayton, medical officer of health of 
Newmarket Urban District and of several other county 
districts in West Suffolk, died in hospital at Bury St. 
Edmunds on January 9. He was 53. 


Robert Hogg Clayton graduated M.B., B.S. at the University 
of Durham in 1930, and three years later he obtained the 
degree of B.Hyg. and the Diploma in Public Health. After 
holding the post of house-physician at the Sunderland Royal 
Infirmary he became assistant medical officer of health 
in Gateshead in 1932. Two years later he moved to a 
similar post in Barking. At the time of his death he had been 
a medical! officer of health in West Suffolk for over twenty 
years. There he had the respect of all his colleagues, and 
from 1954 to 1955 he was chairman of the West Suffolk 
Division of the B.M.A. 


J. D. writes: Professional circles in East Anglia in general, 
and particularly the members of the Newmarket and District 
Medical Society, will mourn the passing of Robert Hogg 
Clayton at the early age of 53. He was the founder of the 
Newmarket and District Medical Society just over ten years 
ago, and held office as its chairman until his death. The 
“Clayton” method of running this society—unique and 
very different from other such learned societies—-made its 
evenings (about eight annually) something to which all of us 
looked forward. We will miss his able chairmanship and 
statesmanship. I was privileged to enjoy the intimate 
friendship of Bob Clayton during the past twenty years 
He was an enthusiast in all things he undertook—his 
profession, his mode of life, and his pastimes. One could 
not help admiring his tireless research in attempting to 
analyse and finalize any subject which interested him at the 
time. This was manifested in his work on epidemiology 
and infantile paralysis. He was due to read a paper on 
the sources of infection of infantile paralysis this year. His 
kind and helpful nature always overshadowed his shyness. 
and his ready wit often overcame many difficult situations. 
He leaves a widow and two sons, to whom we offer our 
sincerest condolences. 


THOMAS CHRISTIE, M.D 


Dr. Thomas Christie, senior medical officer at H.M. 
Prison, Winchester, died at Winchester on January 25. 
He was 64 years of age, and due to retire later this year. 

Thomas Christie was born on October 25, 1894. He 
graduated M.B., Ch.B., at St. Andrews University in 1924, 
and proceeded M.D. in 1936. He had previously held 
commissioned rank in the Highland Light Infantry during the 
first world war. After graduation, he was for two years 
assistant medical officer at the West Green Mental Hospital, 
Dundee. He joined the Prison Medical Service in 1926, 
and served at Wandsworth, Wormwood Scrubs, Holloway. 
and Winchester prisons; he was also for over four years 
at Feltham Borstal [nstitution and was one of a series of 
prison medical officers seconded for duty at Broadmoor 
Criminal Lunatic Asylum, as it was called then, during the 
period between the two world wars. In 1948 he was 
promoted to be senior medical officer at Holloway, where 
he remained for some years until transferred to Wincheste1 
in 1956. 


H.K.S. writes: Dr. Thomas Chrisiie was a thorough and 
careful practitioner who handled his prisoner patients with 
tact and skill. While at Holloway he particularly endeared 
himself to the women prisoners and to the nursing staff. 
His knowledge of the forensic aspect of psychiatry was wide, 
and his opinion on these matters was valued by both the 
bench and the bar. He acted as honorory consultant 
physician to the Park Prewett Hospital, Basingstoke, and 
often talked to professional and other interested groups 
about his work. He was the author of a number of articles 
published in this and other journals. The annual dinner of 
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prison medical officers and psychologists was for many years 
his special charge and interest ; the success of this event 
was an indication of the devoted care he brought to it. 
He will be missed by his colleagues in the Prison Service. 
Although he cannot be said to have enjoyed good health for 
some time, the end came suddenly. He leaves a widow, to 
whom we extend our deepest sympathy. 


KENNETH BLACK, F.R.C.S. 


Mr. Kenneth Black, formerly professor of surgery at 
King Edward VII Medical College, Singapore, died in 
the Westminster Hospital on January 27. He was 79. 


Kenneth Black was born in London on August 12, 1879. 
After leaving St. Paul’s School he thought first of becoming 
a dentist, and, enrolling as a student at the Guy’s Hospital 
Dental School, he took the L.D.S. diploma of the Royal 
College of Surgeons of England in 1900. He then changed 
his mind, and continued at Guy’s as a medical student, 
qualifying in 1903. After holding a resident surgical post at 
Great Ormond Street, he became a house-surgeon at Guy’s 
and then in succession senior casualty officer at St. Thomas’s 
and resident surgical officer, Manchester Royal Infirmary. 
In 1904 he was admitted F.R.C.S. England. From 1905 
till 1909 he was resident surgeon at Nottingham General 
Hospital, and from 1909 surgeon to Skegness Hospital, 
Lincolnshire. 

During the first world war he filled many posts in the 
imperial service. In the R.A.M.C. he was a specialist in 
surgery at the Cambridge Hospital, Aldershot, specialist in 
advanced operational surgery to the Bombay Brigade, 
principal medical officer in the Caronia, senior surgeon 
Vologla and later Dvina fronts, North Russian Expeditionary 
Force. He became major to the 82nd Casualty Clearing 
Station and on demobilization was granted the rank of 
major. 

From 1919 to 1921 Black was surgical specialist to the 
Ministry of Pensions Hospital, Netley. But his war 
experiences had stimulated an inclination for travel, and in 
1921 he accepted an appointment in the Colonial Medical 
Service and proceeded to Singapore, acting in the same 
year as senior surgeon and becoming in 1922 professor of 
surgery to King Edward VII College of Medicine, which is 
now one of the colleges of Malaya’s University. Having 
been a student under Arbuthnot Lane, Black always 
endeavoured to surpass his master by the speed of his 
operations, and on arrival in Singapore astonished us by 
asking for a stop-watch to time the amputation of the leg 
of a diabetic patient—which he performed in 55 seconds. 
Black, C. J. Smith, and Dickson Wright were a trio who 
raised surgery in Singapore to a very high standard. Black 
wrote a number of papers on surgical subjects, including 
one published in this Journal in 1924 on_ periarterial 
sympathectomy. In addition to his general surgical work, 
finding that an ophthalmologist was needed, Black studied 
for a few months in India and became lecturer in 
ophthalmology at the King Edward VII College of Medicine, 
and the end of the second world war found him an eye 
specialist in the R.A.F. with the rank of squadron-leader. 
Earlier in that war he was ophthalmic surgeon to the 
Cambridge Hospital, Aldershot, as a civilian. 

In the years between his retirement from the Colonial 
Medical Service in 1934 and the outbreak of war Black 
indulged his passion for travel, touring the Continent from 
Oslo to Athens in his car, and spending months in Germany, 
which led to his publishing a vocabulary of German 
technical terms. He had already toured Siam, India, Persia, 
Turkey, and Palestine. He took a lifelong interest in music. 

A companionable man, he enjoyed playing bridge at the 
East India and Sports Club, until ill-health almost confined 
him to his flat for several years before his death. But he 
bore illness with fortitude and only in the last few weeks 
of his life felt that death would come as a friend. He was 
unmarried.—S. W. 
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J. C. COLLINGWOOD-STEWART, M.S., F.R.C.S. 


Mr. J. C. Collingwood-Stewart, formerly senior surgeon 
at Newcastle General Hospital, died in that hospital 
after a brief illness on December 23, 1958, at the age of 
77 years. 


Joseph Collingwood Collingwood-Stewart was born on 
May 23, 1881, the son of a Presbyterian minister, after 
whom the Wingrove Presbyterian Church in Newcastle was 
renamed the Robert Stewart Memorial Church in 1936. At 
an early age it was obvious that Collingwood-Stewart had 
great musical talent, and many of his friends felt that he 
could have become a concert pianist of note, but instead he 
became a doctor, graduating M.B., B.S. at Durham in 1903 
and proceeding to the M.S. two years later. Having decided 
to specialize in surgery, he held resident appointments at the 
Royal Victoria Infirmary at Newcastle and was later 
appointed surgical registrar. He took the F.R.C.S. in 1913. 

Feeling that promotion was not likely to come as quickly 
as he wished and having already spent two years at Gray’s 
Inn, he resigned his appointment at the Infirmary and went 
to London for his third and qualifying year in law, but the 
first world war altered his plans, and as a captain in the 


R.A.M.C. (T.A.) he was seconded as surgeon to the 
Northumberland War Hospital (now St. Nicholas Hospital), 
Gosforth, where he served under Professor Rutherford 
Morison. The massage department he established in that 


hospital was the forerunner of physiotherapy departments 
as they exist to-day. When the war ended the Newcastle 
Guardians sought his co-operation in up-grading Wingrove 
Hospital, which up to that time had been the workhouse. 
The plan was to turn it into a general hospital, and, working 
hard and patiently, he strove to remove the stigma of the 
workhouse from the hospital. 


I. N. M. writes: “ Collingwood,” as he was affectionately 
known, won the public’s confidence through their own 
doctors by giving clinical demonstrations for practitioners 
every Sunday morning, and gradually the traces of the old 
workhouse regime were eliminated, and there sprang up 
amid the dull grey blocks a red-brick building housing 
surgical wards and operating theatres, which he designed 
himself and which are still in use to-day. Appointed senior 
surgeon and surgical director of the hospital in 1931, he 
retained this appointment until his retirement 20 years later. 

During all this time Collingwood-Stewart took advantage 
of every holiday to visit some leading clinic at home or 
abroad and to acquaint himself with the newest discoveries. 
Another old workhouse which he helped to raise to the 
status of hospital with a full surgical service was the 
Harton Lane Institution, South Shields. Other local 
hospitals for which he did outstanding work were Newburn 
Cottage Hospital, the Haltwhistle War Memorial Hospital, 
and the Shotley Bridge Hospital. 

For many years Collingwood-Stewart was surgeon to the 
Newcastle United Football Club, and his all-round ability, 
and particularly his work on cartilage surgery, brought him 
a national reputation as a Football Association surgeon. 

Apart from his professional work he was_ keenly 
interested in music, painting, and the arts, and he travelled 
widely to many lands, visiting friends interested in the same 
things. Among his friends were many famous figures, 
particularly musicians, and he even once played for Sibelius 
at a party in Finland—surely a great honour and a mark of 
his own ability at the piano. 

Unassuming, quiet, and charming, Collingwood-Stewart 
was always interested in his younger colleagues and was 
friendly and easily approachable. He liked to know of 
anvthing new. and they felt stimulated by his interest and 
understanding. He will be a great loss to Tyneside and will 
be mourned not only by his friends and admirers but by 
countless patients who owe so much to his vigour, skill, 
and surgical ability. 

After a long illness his first wife, Jane. died in 1954, and 
in 1955 he married Miss Ruby Jeavons, who had been 
associated with him in his private practice for many years. 
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They were on the point of leaving for his favourite holiday 
in Madeira when illness struck him down. He also leaves 
a daughter, a niece brought up as a second daughter, and 
six grandchildren. 


PATRICK QUINN, M.B., B.Ch. 


Dr. Patrick Quinn, who was in general practice at 
Brockley, in south-east London, for many years, died at 
the home of his son at Westcliff-on-Sea on January 10. 
He was 79 years of age. 


Patrick Quinn was born at Dunboyne, Co. Meath, on 
March 28, 1879. After leaving Blackrock College, Dublin, 
he studied medicine in that city, and graduated M.B., B.Ch. 
from the former Royal University of Ireland in 1904. After 
graduation he held appointments as house-surgeon at the 
Mater Misericordiae Hospital, Dublin, and the Mater 
Infirmorum Hospital, Belfast. As a student and young 
doctor he was a contemporary and friend of James Joyce 
and Oliver St. John Gogarty, and moved in their circle. In 
1912 he was in general practice at Grantham, Lincolnshire, 
but left there to serve in the R.A.M.C. during the first world 
war. In the second battle of Arras in 1917 he was a 
regimental medical officer and medical officer with a field 
ambulance. After the war he re-entered general practice at 
Brockley, and became also honorary anaesthetist to the 
Miller General Hospital, Greenwich. For many years he 
administered anaesthetics to the patients of the late Mr. 
Cecil Joll. A member of the British Medical Association for 
over 40 years, he was honorary secretary of the Greenwich 
and Deptford Division from 1922 tou 1928, and chairman of 
the Division in 1928-9 and again in 1933-4. He moved to 
East Molesey. Surrey, in 1936, and became honorary medical 
officer to the East and West Molesey and Hampton Court 
Cottage Hospital. Just before the outbreak of the second 
world war he left East Molesey for Muswell Hill, where 
he practised until the end of the second world war. He then 
left London to go and live at Westcliff-on-Sea. He is 
survived by his son, Dr. Brian S. Quinn, and two daughters. 


JAMES NICOLL, M.D., D.P.H. 


Dr. James Nicoll, formerly medical superintendent of 
the Fountain Hospital, Tooting, died at his home at 
Torquay on December 17, 1958, aged 86. 


James Nicoll was a medical student at University College, 
Dundee, and at the University of Edinburgh, where he 
graduated M.P.. C.M. in 1897. He proceeded M.D. with 
honours in 1900 and took the D.P.H. in 1902. After holding 
resident appointments at the National Temperance Hospital 
and the Brompton Hospital he entered the service of the 
Metropolitan Asylums Board and held appointments at 
Leavesden and Caterham Hospitals. Eventually he became 
medical superintendent of the Fountain Hospital, Tooting, 
which in 1930 was transferred to the control of the London 
County Council. He retired from the service of the L.C.C. 
Mental Hospital Department in 1936 and lived for a time 
in Hastings, before moving to Torquay. 

Dr. Nicoll was particularly interested in the training of 
nurses. He was a pioneer in this field, which in his time 
did not receive the attention which it now enjoys. The 
author of several of the early publications on the subject, 
he also assisted the educational activities of the old Asylum 
Workers’ Union. Apart from professional subjects, his 
principal interests were his collections of paintings and 
porcelain. He bought extensively and made a hobby of 
tracing the history of his best pieces, seeking documents 
authenticating each article. He lent his collection of 
paintings to the Hastings Corporation in 1938, and it was 
the subject of a series of exhibitions in the Hastings Museum. 
A few years before his death he presented a large number 
of his pictures to University College, Dundee. 

Few of Dr. Nicoll’s contemporaries survive him, but those 
who do recollect his interest in the professional status of 


mental nurses: he was one of the men whose efforts laid 
the foundations for the improvement in their position which 
was so marked in the early decades of this century. 


J. McELROY EVERS, L.R.C.P.&S.Ed. 


Dr. J. McElroy Evers, who was in general practice at 
Woking, Surrey, died there on January 14, aged 62. 


James Alexander McElroy Shortt Evers was born on 
September 12, 1896, the only son of Dr. J. S. Evers. He 
interrupted his medical studies in Edinburgh to serve in the 
infantry in the first world war. Qualifying in 1922, he 
then became a house-surgeon at Edinburgh Royal Infirmary, 
and, later, a demonstrator in anatomy at the Royal College 
of Surgeons of Edinburgh. He moved to Woking over 
twenty-five years ago after a short spell of generai practice 
in Hertfordshire. He leaves a widow and one son. 


J. M. writes: The sudden death of Dr. J. McElroy Evers 
will have come as a great shock and a sad loss to many. 
He had been in failing health for the past year. When 
he came to Woking in 1932 he joined the late Dr. E. F. 
Peck in general practice, and shortly after his arrival he 
was appointed to the staff of Woking Victoria Hospital as 
a general surgeon. From then on the hospital became the 
centre of his medical life, although he was equally active 
in general practice. Despite a severe illness in 1935, from 
which he never fully recovered, he continued his work 
without consideration of self. Dr. Evers was essentially a 
simple man and gave of his best to all whe sought h's help. 
He will long be remembered in Woking, and in Woking 
Victoria Hospital. In the hospital at Christmas-time he 
was Father Christmas, and throughout the year he always 
gave of himself to his hospital patients in the same spirit. 
As a doctor his ethics were unimpeachable: as a man his 
motives were beyond reproach. Perhaps it was fitting that 
he should die in the hospital he loved and served so well, 
nursed and surrounded by those who knew him best and 
loved him most. 


R. S. TOWNSEND, M.C., M.D., M.R.C.0.G. 


Colonel R. S. Townsend, who had had a distinguished 
career in the Indian Medical Service, died on January 17 
after a long illness. He was 76 years of age. 


Reginald Stephen Townsend was born on November 10, 
1882. He received his medical training at St. Bartholomew’s 
Hospital, and graduated M.B., B.S. from London University 
in 1907. He proceeded to the M.D. in 1920. and was elected 
a Member of the Royal College of Obstetricians and 
Gynaecologists in 1935. After graduation he held the 
appointments of clinical assistant in the out-patient 
department for diseases of women at St. Bartholomew's 
Hospital and senior house-surgeon at Westminster Hospital. 
He then entered the Indian Medical Service, in which he 
served until 1939. During the first world war he 
distinguished himself in East Africa, being awarded the 
Military Cross in 1916 for gallantry in the field. Between 
the two world wars he entered civil employment in the 
United Provinces, where he held many of the most important 
civil surgeoncies. In 1937 he was president of the United 
Provinces Branch of the British Medical Association. Upon 
reaching administrative rank, he was posted to the North- 
west Frontier Province as inspector-general of civil hospitals. 
He retired from the 1.M.S. in November, 1939, and shortly 
afterwards he was appointed an Officer of the Venerable 
Order of St. John of Jerusalem. In May, 1940, he entered 
the R.A.M.C. as an acting major and served in the second 
world war until March, 1945, when ill-health made him 
relinquish his commission. He was then granted the rank 
of colonel in the I.M.S. After the second world war he 
was for some time an examining medical officer for the 
Ministry of Pensions and an assistant medical officer under 
the Surrey County Council. His latter years were dogged 
by ill-health, and he lived in retirement; but he will be 
remembered with affection by many of his former colleagues. 
—W. A. M. 
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G. H. HOWE, M.B., Ch.B. 


Dr. G. H. Howe, who had been in general practice in 
Hastings and St. Leonards for over 45 years, died in 
hospital at Guildford on January 5. He was 82 years 
of age. 


George Henry Howe was born at Swanlinbar, Co. Cavan, 
on May 2, 1876, and was educated at the local high school 
and at the former Royal University of Ireland. A medical 
student at Edinburgh University, he graduated M.B., Ch.B. 
in 1906, and then held the appointment of house-surgeon 
at Macclesfield General Infirmary. He settled in general 
practice at Hastings and St. Leonards in 1908, and six years 
later became honorary anaesthetist to the Buchanan Hospital, 
St. Leonards. Later, he was appointed honorary physician 
to the hospital. In 1919 he went into partnership with the 
late Dr. Thomas Reed, and was subsequently joined by 
the late Dr. J. H. McDowall. He was chairman of the 
Hastings Division of the British Medical Association in 
1923-4, and, later, was a member of the local medical 
committee and of the obstetric committee of the Hastings 
Executive Council. Dr. Howe devoted his life to his family 
—he had seven children—and to his profession, having 
little time for outside activities, but he was a pillar of the 
Methodist church. He retired from practice in 1954, and 
went to live at Chislehurst with one of his sons, the late 
Dr. M. S. Howe, consulting anaesthetist to the Orpington 
and Sevenoaks hospital group, who died in August last year. 
Two other sons were killed in the second world war: Captain 
R. J. F. Howe, R.A.M.C., as the result of air action while 
a prisoner of war, and Lieutenant J. Howe, who was serving 
with the Royal Naval Reserve. Dr. Howe leaves a widow, 
one son, and three daughters.—B. C. M. R. 


R. W. KNOX, D.S.O., M.B., F.R.C.S. 


Colonel R. W. Knox, who served with distinction in the 
Indian Medical Service for thirty years, died in London 
at the home of his daughter on January 20. He was 
85 years of age. 


Robert Welland Knox was born at Allahabad, in the 
United Provinces, on September 6, 1873, the son of Sir 
George E. Knox, who was for many years a judge in the 
High Court of the North-west Provinces of India. From 
Westminster School Robert Knox went on to Caius College, 
Cambridge, and then to the University of Edinburgh to 
receive his medical training. Having graduated M.B., C.M. 
in 1896, he joined the Indian Medical Service in the 
following year. His earlier appointments in India included 
those of agency surgeon to the Foreign and Political 
Department of the Government, residency surgeon at 
Hyderabad, and chief medical officer at the King Edward 
Memorial Hospital, Secunderabad. He was admitted 
F.R.C.S. in 1914. At various times during the first world 
war he was officer in command of field ambulances and 
of the surgical division of the 17th British General Hospital, 
and assistant director of medical services of the 60th and 
10th Divisions. He served mainly in Egypt and Palestine, 
but was also present at the Gallipoli landings. Awarded 
the D.S.O. in 1915, he was three times mentioned in 
dispatches during the war, appointed to the Serbian Order 
of the White Eagle in 1917, and appointed to the Order of 
the Crown of Italy in 1919. Promoted lieutenant-colonel 
in 1917 and colonel in 1924, he was assistant director of 
medical services in the Peshawar District of India from the 
latter year until 1927. For a few months in 1928, the year 
in which he retired from the I.M.S., he was an Honorary 
Surgeon to the King. In 1924 he was honorary secretary 
of the Hyderabad and Central Provinces Branch of the 
British Medical Association. Shortly after retirement he 
made his home in the village of Woodgreen, near Fording- 
bridge, in Hampshire, where he lived for nearly thirty 
years. Colonel Knox married Miss Lilian M. Loch, daughter 
of Colonel J. L. Loch, and had one daughter. 





Medico-Legal 











CHILDBIRTH WITHOUT MEDICAL 
SUPERVISION 


[FROM OUR LEGAL CORRESPONDENT] 


On January 15 Owen Wynne Roberts pleaded guilty before 
the Bury St. Edmunds Justices to attending his wife at her 
confinement without medical supervision and not in 
emergency, which is an offence against Section 9 of the 
Midwives Act, 1951. 

Mrs. Roberts had consulted a doctor early in her 
pregnancy, and told him that she wanted her husband 
present when the baby, her first, was born. When the doctor 
disapproved, Mrs, Roberts, who was described as a strong- 
willed young lady, decided she would have no medical 
attention. Mr. Roberts, a radio-technician aged 27, had 
said in a statement that he had completed a course in 
physiotherapy. His wife’s pregnancy was normal and 
healthy, and she enjoyed excellent health both during her 
pregnancy and afterwards. The baby, who weighed nearly 
7 Ib. (3.2 kg.) at birth, was getting on very well. 

Mr. Roberts, who said that he did not know that in doing 
what he did he was committing an offence, was given a 
conditional discharge by the justices. 

The prosecution was brought by the West Suffolk County 
Council, which learned about the adventure when a health 
visitor called at the Roberts’s caravan to see how the baby 
was getting on after Mr. Roberts had got in touch with the 
medical department. This he had done not by reason of 
any difficulty he and his wife had found in dealing with the 
birth, but because he was having difficulty in getting their 
maternity allowance. 


GENERAL NURSING COUNCIL 
RATING APPEAL 


[FROM OUR LEGAL CORRESPONDENT] 


On January 28 the House of Lords decided, on a majority 
judgment of 3 to 2, that the premises of the General 
Nursing Council in Portland Place are not entitled to rating 
relief (The Times, January 29). The court held that the 
council’s main objects are neither “charitable” nor 
“otherwise concerned with the advancement of social 
welfare,” within the meaning of Section 8(1) of the Rating 
and Valuation (Miscellaneous Provisions) Act, 1955. In 
the lower courts Mr. Justice Danckwerts had held the 
council entitled to felief: the Court of Appeal held it 
was not. 

In the House of Lords the majority view was put 
substantially in this way. 

The functions of the General Nursing Council under 
the Nurses Act, 1957, can be summarized as being to 
maintain a Register of nurses; to regulate accordingly the 
conditions of admission to and removal from the Register ; 
and in connexion therewith to exercise supervisory and 
discretionary powers in regard to training and examinations. 
It had been decided in 1928 by the Court of Appeal that the 
General Medical Council was not “ established for charitable 
purposes only,” and the situation of the General Nursing 
Council was really indistinguishable since its one main 
object was to regulate the nursing profession as it was 
required to do by the 1957 Act. The question then was, 
although not “charitable,” was this object “ otherwise 
concerned with the advancement of social welfare” ? 
However wide a meaning was given to “ social welfare” or 
its “advancement.” the objects of the council were 
concerned with neither. Public benefit could not be the test 
of social welfare, though social welfare might be public 
benefit. The main objects of the council were the regulation 
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of the profession and professional training, and these objects 
were not “concerned with the advancement of social 
welfare.” 

The minority thought that both improvement of nursing 
and the enhancement of the status of nurses were for the 
enhancement of social welfare. 

Now that the House of Lords has reached its decision, 
the only possible remedy is an amending Act. 


ANAESTHETIST COMMITTED FOR TRIAL 


Dr. P. W. S. Gray was committed in custody for trial at 
the Old Bailey, when he appeared at the resumed hearing 
at Tottenham Magistrates Court on January 30. He is 
charged with the manslaughter on October 16 of a 2-year- 
old patient, Keith Goold. The prosecution allege that 
the child’s death a month after an operation for hernia was 
the result of anoxia at the operation, and that this was 
due to Dr. Gray having rendered himself incapable of 
performing his duties properly by himself inhaling the 
anaesthetic before and during the operation (Journal, 
January 31, p. 308). Mr. Nugent called further evidence 
for the prosecution. 

Mr. M. Lennon, who was then an operating theatre 
attendant at Chase Farm Hospital, said that during the 
operation on Keith Goold he saw Dr. Gray with a piece 
disconnected from the face-mask under his own mask. 
“ He had it in that position for about 30 seconds and then 
connected it with the patient’s face-mask.” 

Mr. Beck, cross-examining, timed 30 seconds on his 
watch and said to Mr Lennon: “That was 30 seconds. It 
seems a long time doesn’t it?” Mr. Lennon: I would say 
it was about that time—almost 30 seconds. 


Evidence from Colleagues 

Dr. David Zuck, consultant anaesthetist at Chase Farm 
Hospital, said that last April he found Dr. Gray in the 
theatre inhaling from an anaesthetic machine. There was 
a new type of vaporizer on the machine, and Dr. Gray said 
he had been testing it. Dr. Zuck said he thought this a 
reasonable explanation. He went on. “ There was another 
time when he spoke to me about this. He said he was 
rather worried because he had ‘been on the gas.” ... I 
think he was particularly depressed by certain of his 
committee activities.” 

On September 16, Dr. Zuck said, he got an urgent message 
to go to the theatre. He assumed the call had come from 
Dr. Gray. He found the child on the operating table, 
looking rather ashen. Dr. Gray was listening to the child’s 
chest with a stethoscope. Dr. Zuck described the remedial 
measures taken, and estimated that the boy’s heart ceased 
beating for about four minutes. It then resumed, and 
breathing restarted. Dr. Gray instructed the surgeon, Mr. 
Khambatta, in making the incision for the cardiac massage, 
and then himself took over. 

Dr. Zuck said that the child never regained consciousness 
and died on October 16. The anaesthetic machine delivered 
a mixture of halothane, nitrous oxide, and oxygen. To test 
the concentration of the mixture, one would sniff at the gas 
coming out of the valve on the mounting of the face 
extension. 

Mr. Nugent: What would be the effect if this was done 
continuously ?—I think one would tend to lose one’s 
higher control—the ability to think clearly and that sort of 


thing. Cross-examined by Mr. Beck, Dr. Zuck said that it 
was an accepted method to test the concentration by 
sniffing. 


Exacting Committee Work 
Dr. Zuck said that Dr. Gray was chairman of two hospital 
committees. 
Mr. Beck: Were these 
nature ?—I think they could be, yes. 


activities of a very exacting 
He did succeed in 


bringing about improvements, almost single-handed. 


You appear to have taken the view that he was unduly 
taxing his strength in his preoccupation in these matters ? 
—Not only his strength, but his mental energies. 

Mr. T. M. Pemberton, consultant surgeon to the Enfield 
Group of Hospitals, said that on two occasions, in 1956 and 
1958, he had seen Dr. Gray inhaling. On both occasions 
Dr. Gray promised that it would not occur again and said 
he realized the gravity to both the patient and himself. 

Dr. D. G. Rushton, lecturer in morbid anatomy at King’s 
College Hospital Medical School, who carried out a post- 
mortem examination on Keith Goold, said the cause of death 
was softening of the brain. It could have been due to 
inadequate oxygenation of the brain during an operation. 

Mr. L. Holdstock, Secretary of the Enfield Group 
Hospital Management Committee, described Dr. Gray’s 
active part in the management of the hospitals in the group. 
He recalled a conversation with Dr. Gray on September 17. 
“Dr. Gray was rather distraught. When I came in he said, 
‘I have wrecked myself, Les.” I told him I thought he 
ought to consult his medical defence association, and | 
thought he could get help by telling his wife and family 
about the circumstances. I said, ‘How long has this been 
going on?” He replied, ‘ Seven years.’ ” 

On September 18 he again went to Dr. Gray’s home with 
Mr. Khambatta, the surgeon. Mr. Holdstock said that Dr. 
Gray said to Mr. Khambatta, “ What did I do, K ?” and 
Mr. Khambatta replied, “ You were garrulous.” Cross- 
examined, Mr. Holdstock said that on September 18 Mrs. 
Gray told him on the telephone that there was a blank 
of five minutes in Dr. Gray’s mind and he would like to 
know what had happened. “So I told her I would bring 
the surgeon, Mr. Khambatta, with me.” 

Mr. Beck: Is it right Dr. Gray had rendered great service 
to the hospital ?—Yes, certainly. 

Committing Dr. Gray for trial, the chairman, Mr. C. W. 
Skinner, rejected Mr. Beck’s application for bail. 





Medical Notes in Parliament 








MIDWIFERY SERVICES 


Dr. Horace KING, Ph.D. (Southampton, Itchen, Lab.), 
with the support of his fellow-member from the city, 
Mr. JoHN Howarp (Test, Con.), directed the attention of 
the Commons on January 26 to the Midwifery Services, 
and to the shortage of midwives in both the hospital 
and the domiciliary branches. The shortage varied in 
different areas, but the national picture was that there 
had been a slight decline in the total number between 
1955 and 1957 and that there had been an increase in 
the birth rate of 53,000 over the same period. In the 
10 years of the Health Service the number of midwives 
had declined from 17,095 to 17,006, and the number of 
births had risen by 1,250,000, and Dr. King mentioned 
specific examples of unfilled vacancies. 


Wastage after Qualification 

The profession claimed that a midwife should attend a 
maximum of 55 cases a year single-handed, or 66 with a 
pupil midwife. In Southampton in 1957 the average for 17 
domiciliary midwives was 92 each. One midwife from 
another district had told him about working 119 hours in a 
week. Similar overwork took place in hospitals. Half the 
midwives were over 40. The number of pupil midwives had 
increased by over 1,000 in the past 10 years, but only 30% 
of those who qualified practised for more than three years. 
The National Consultative Council on the Recruitment of 
Nurses and Midwives had recently advised the Minister to 
make the hospital branch more attractive. A majority of 
the committee held that the shortage was due to inadequate 
salaries and few opportunities for promotion. He would 
extend that to the domiciliary service. Most maternity 
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units were incorporated into general hospitals, and the 
highest post a midwife could obtain was that of sister 
midwife at £667. The domiciliary midwife received £504, 
rising to £641. Canada was offering British midwives a 
40-hour week and £1,020 a year. Kenya and Uganda were 
offering £813 to £1,173. It cost £600 to train a midwife. 
If she was lost from the profession after three years, as so 
often happened, the best part of the investment was wasted. 


Ministry Investigation 


Mr. RICHARD ‘THOMPSON, Parliamentary Secretary, 
Ministry of Health, said the shortage, particularly in the 
Hospital Service, had been causing concern for some time. 
The picture was patchy ; in some areas the shortage was 
acute, in others the units were fully staffed. The National 
Consultative Council found no lack of candidates for 
training, and it also found that the numbers qualifying 
considerably exceeded the needs of the Service. The crux of 
the matter was that qualified midwives left practice, so that 
their numbers were not increasing at a time when 
confinements were. He thought it was sometimes too readily 
assumed that in a service like this, which was vocational, the 
one and only solution was an increase in salaries. He did 
not, of course. rule that out. It was a matter for the 
Nurses and Midwives Whitley Council. Salary scales were 
last revised in July, 1957, and the matter had now come 
again before the Council. The shortage on the domiciliary 
side was nothing like so acute as in the Hospital Service : 
it was overall about 6% of the local authorities’ estimates of 
their need. The long and irregular hours had not prevented 
domiciliafy services being rather more popular than hospital 
service. It was up to local authorities to ease the burden 
by giving appropriate time off, providing that reliefs were 
available, and making adequate provision for transport. 

Over the past few years the number of practising midwives 
had changed little. The shortage had really been caused 
by the rising birth rate, unaccompanied by sufficient new 
midwives remaining in the profession. Canada and other 
countries oversea had to bid very high, not only in this 
profession but in others. The Minister had issued a 
memorandum of guidance to hospital authorities ; but, in 
addition, arrangements were being made for the problem 
to be studied in detail on the spot by medical and nursing 
teams from the Ministry, who would visit areas where the 
shortage was most acute to advise on remedial action and 
to obtain information on local difficulties as a guide to 
future policy. 


PRINCESS LOUISE HOSPITAL 


Lord BALFOUR OF BURLEIGH attracted a_ substantial 
audience, and 14 other speakers, to his attempt in the House 
of Lords on January 28 to put a definite term to the 
temporary use of part of the Princess Louise (Kensirgton) 
Hospital for Children for adult treatment by St. Mary’s 
Hospital. But the attempt failed. A motion asking the 
Government to reconsider the decision given by the Minister 
of Health last June was defeated by 47 votes to 14. 

Lorp BaLFour argued in general that the reduction in 
the numbers of sick children had been so marked that the 
stage had been reached when the whole policy of children’s 
treatment in hospital needed re-thinking ; and, in particular, 
that the full and efficient use of hospital beds in the North- 
west Metropolitan area was prevented by a lack of balance— 
a surplus of children’s and a shortage of adults’ beds—that 
was entirely due to the action of St. Mary’s in retaining 
the Princess Louise Hospital. The solution, Lord Balfour 
suggested, was to transfer the Princess Louise Hospital to 
the regional board, as the Kensington Borough Council 
had proposed four years ago, with attendant administrative 
adjustments which in his opinion “can and must be made.” 


Public Interest and Local Loyalties 
Lord Moran asserted that there was involved a principle 
that was the core of the efficiency of the hospital system— 
that if hospital beds were no longer necessary for the purpose 


for which they were originally designed, then they must 
be set free by the Minister for the purposes which the 
community required. Whenever the Minister attempted to 
perform this co-ordinating function there was a terrific 
outcry. He repeated the warning he gave when this subject 
was debated in 1957—if local loyalties and feelings were 
going to take charge, if co-ordination was to be forgotten, 
if beds were to continue to be used for the original purpose 
because of local clamour, he would despair of the future 
of the hospital system. The beds were being borrowed 
for obstetric purposes for two years so that the unit at 
St. Marv’s could be rebuilt and enlarged from 30 to 50 beds. 
A children’s h>spital should be large, otherwise it could 
not compete in the open market for first-class personnel 
for the accessory departments. The days of the small 
hospital in every branch of medicine were numbered. 

The Eart oF ONsLow, in the first Government speech, 
emphasized that there was a_ disproportionately high 
number of children’s beds in the group—18% of all the beds 
—and a fall in demand for them. The board had a statutory 
duty to provide the associated medical school with facilities 
for teaching; and therefore they must find other 
accommodation for St. Mary’s maternity patients while the 
new professorial wing was under construction, and reduce 
the number of children’s beds to keep a proper balance in 
the group. The Minister was not prepared to direct the 
North-west Metropolitan Regional Board to convert 
children’s beds in other hospitals to meet the needs of the 
governors of St. Mary’s; but if the regional board and the 
governors could agree on a satisfactory alternative to meet 
St. Mary’s requirements for obstetric beds while the new 
wing was constructed, he would willingly consider it on 
its merits. 

Need for Maternity Beds 


Lord CoTres.oz, chairman of the regional hospital board, 
spoke of the increasing calls being made through the 
Emergency Bed Service for maternity beds in the area. The 
service of the population in the area demanded that the 
rebuilding at St. Mary’s should be carried through as a 
matter of urgency. 

Lord ConeNn told the House that since the Minister’s 
decision was given last June the governors of St. Mary’s had 
appointed committees jointly with representatives of the 
house committee and medical committee of Princess Louise 
Hospital to discuss the best methods of implementing the 
decision, so as to cause the minimum interference with its 
work as a hospital for children. At a meeting the previous 
week between representatives of the two hospitals it had 
been agreed that the staff and house committees of Princess 
Louise would co-operate in the arrangements to be made 
for the temporary accommodation of maternity patients 
there. 

The Eart OF DUNDEE, Minister without Portfolio. stated 
that on the first part of the motion, the temporary diversion 
of two wards in the Princess Louise Hospital, the Minister 
had taken a decision to meet urgent needs. The acute 
shortage of maternity beds in the region would be intensified 
for two years during the reconstruction of St. Mary’s 
maternity department. During 1957 less than half the beds 
at the Princess Louise Hospital were occupied on average. 

On the second part of the motion. what should be a 
permanent use of the hospital, the Minister was right to 
refrain from giving any decision, or making any forecast. 
No one could foresee what the circumstances were going 
to be. what the needs of the community would be, or what 
the feeling of the staff at Princess Louise would be in two 
years’ time. 


QUESTIONS IN THE COMMONS 


Microbiological Warfare 


Mr. Emrys HucGuHes (South Ayrshire, Lab.) asked the 
Minister of Supply on January 26 what personnel were 
employed at the Microbiological Research Centre and 
Chemical Defence Experimental Establishment at Salisbury 
Plain; and for what purpose. 
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Mr. AuBrey Jones stated that it would not be in the 
public interest to give the figures asked for, and continued: 

“The Ministry of Supply Establishments at Porton are mainly 
engaged in carrying out research on defensive problems of 
microbiological and chemical warfare. The researches are 
essentially directed towards assessing the threat and providing 
defences against it. The large majority of the results obtained 
are published in open scientific literature. 

“The threats include the botulinus toxin referred to in recent 
newspaper statements. This substance has been well known for 
many years and the threat posed is grossly exaggerated, since the 
toxin cannot be easily disseminated and is not self-propagating. 
A number of useful defensive measures are in fact known against 
it 

“It is possible that other bacteria or viruses spell a greater 
danger, and the purpose of my Establishment at Porton is to 
determine and reduce these risks, a task in which in some respects 
they have been notably successful.” 

Mr. HuGues called attention to the speech of Sir Robert 
Watson-Watt in Montreal the previous week, in which he 
had said that the establishment had invented a substance 
1 Ib. (454 g.) of which could wipe out the whole world. 
Were any of these scientists employed in the manufacture of 
typhus, cholera, and polio germs? If this was purely 
defensive, why was it not handed over to the Minister of 
Health? Mr. Jones replied that Sir Robert Watson-Watt’s 
statement was clearly akin to the one made as long ago as 


1946. It was included in a book published in 1950. He 
repeated that it had always been British policy that the 
purpose of these establishments was almost entirely 


defensive. 

Mr. Puitie Noet-BakKer (Derby, South, Lab.) referred 
to the observations made by Major-General Brock Chisholm, 
of Canada, about the great dangers of the policy of secrecy 
concerning biological warfare, and asked if the Minister 
would consider giving the public more information about 
this most dangerous development in the means of war. Mr. 
Jones replied that this was not a new development; it was 
quite an old development. Most of the results deduced from 


researches at Porton were published in open scientific 
literature. 
Dr. Eptrh SUMMERSKILL (Warrington, Lab.): How can 


the Minister reconcile his first statement with what Dr. 
Chisholm has only recently stated ? Mr. Jones: Because I 
do not accept everything that Dr. Chisholm says. I think 
most of what has been said by Dr. Chisholm and Sir Robert 
Watson-Watt has been’ grossly, indeed ludicrously, 
exaggerated. 

Private Patients’ Drugs 

Mr. A. BLENKINSOP (Newcastle-upon-Tyne, East, Lab.) 
asked the Minister of Health what proposals he had for 
introducing amending legislation to enable patients who 
choose private medical treatment to have the cost of 
prescriptions charged against the National Health Service. 
Mr. D. Watker-SmitH: None at the moment; but the 
British Medical Association has asked for an early discussion 
on this matter and I shall, of course, give careful 
consideration to what they say. 

Mr. BLENKINSOP asked for an assurance that there would 
be no suggestion of trying to introduce what would amount 
to two standards of service, which would destroy the whole 
meaning of the National Health Service. Mr. WALKER- 
SmitTH replied that in considering the advice he received 
from the B.M.A. he would do so in the context of the whole 
public interest. He added in answer to Dr. EbItH 
SUMMERSKILL (Warrington, Lab.), who suggested that the 
Opposition might have views to express, that the date of the 
meeting had not yet been fixed. 


Prescription Charges 


Mr. BLENKINSOP asked the Minister for a_ statement 
regarding the continued imposition of charges for 
prescriptions under the National Health Service. 

Mr. WaALKER-SMITH: These charges are being continued 


at present. { of course always keep under consideration 


all relevant circumstances relating to the financing of the 
Health Service. 


In this context the additional cost due to 
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the prescribing of larger quantities for chronic conditions 
must be set against the saving resulting from the substantial 
reduction in the number of prescriptions and the additional 
receipts from charges. I am satisfied that, as a result of the 
change in the basis of patients’ charges, the burden on the 
Exchequer was less than it would otherwise have been. 


Cremation Certificates 


Mr. Jj. Reeves (Greenwich, Lab.) asked if the Minister was 
prepared to issue a report on the result of his instructions 
to doctors on hospital staffs, coming under his authority, 
as to the amount they were authorized to charge for signing 
cremation certificates B and C. Mr. R. THOMPSON said that 
no specific instructions had been given, but no fee was 
payable to doctors on hospital staffs in respect of the 
cremation certificate B for persons who died in hospital 
Mr. REEVES said that cases had been reported where such 
fees had been charged. It would be to the advantage of 
everyone if every hospital was aware of the information 
that had just been given. Mr. THOMPSON said the Minister 
would be happy to draw the attention of hospitals to the 
question and his reply. 


Safety-Belts in Cars 


Mr. READER Harris (Heston and Isleworth, Con.) asked 
the Minister of Transport and Civil Aviation on January 28 
what researches had been made into the effectiveness of 
safety-belts as a means of reducing personal injury to motor- 
car users in the event of accident ; and what conclusions he 
had reached. 

Mr. G. NUGENT, the Parliamentary Secretary, replied that 
research into the effectiveness of safety-belts was being 
carried out by the Road Research Laboratory with the 
assistance of the police and the Medical Research Council. 
It was too early yet for definite conclusions to have been 
reached. The Society of Motor Manufacturers and Traders 
was also considering safety features in motor vehicle design. 
including safety-belts, and the British Standards Institution 
was setting up a committee to investigate the usefulness of 
a British Standard for such apparatus. Until the results of 
all this research were known it would be premature to start 
a public campaign. 








Universities and Colleges 








UNIVERSITY OF OXFORD 


In Congregation on December 13, 1958, the following degrees 
were conferred: : 

B.M.—O. A. A. Bock, M. W. L. Gear, K. Hellmann, R. C. Cook. 
J. M. Hinton, R. B. Huddy, D. J. Wayne, B. R. Wilkey, F. C. Johnstone, 
P. J. H. Sellors, C. Bryan-S3rown, B. I. Hoffbrand, O. W. Sacks, J. R 
James, A. J. Wing, I. G. Cobham, A. L. Macmillan, J. S. Price, D. P 
Wells, J. K. K -H. Chong, S. Nurick, A. C. Find, P. B. Holroyd, W. M 
Cowan. J. T. Silverstone, A. B. M. McMaster, R. G. L. Smith. J. C 
Voigt. J. B. Evans, Moira C. Robertson, Christina Streatfeild. Shirley C. W 
Summerskill. Anne H. White, Clarice A. Baker, Elizabeth A. Herbert. 
Mrs. Elizabeth R. Jacobs, Naomi $. Richman, and, in absence, P. H. Colc 

The Theodore Williams Scholarship in Pathology for 1958 has 
been awarded to J. R. W. C. Brown, scholar of Christ Church, 
and the Welsh Memorial Drawing Prize for 1958 to A D. R. 


Ogborn, of University College. 

In Congregation on November |, 
were conferred: 

D.M.—G_ E. Rousseaux and, in absence, E. D. Acheson 

B.M.—Mrs. Eileen M. R. Ghey (in absence) 

The Martin Wronker Prize in Medicine for 1958 has been 
awarded to Kenneth James Thomas Wright (Magdalen College). 

In Congregation on November 22, 1958, the degree of D.M 
was conferred on M. A. Smith, R. H. Balme, L. Bagratuni, and, 
in absence, G. A. Neligan 


1958, the following degrees 


UNIVERSITY OF CAMBRIDGE 


The following candidates have been approved at the examinations 
indicated : 

Finat M.B.—Part 11: "J. W Abrams, 'A. J. R. Anderson, 3E. C. Ashby, 
‘C. I. Backhouse, '2°M. D. Bexley, 27°G. A. Bewley, *R. B. B. Bishton, 
G. D. Blackledge, 'F. M. Boston, ' 2? °F. M. Cameron, 2A. J. P. Campbell, 
21. G. Christie, 3G. F. Cohen, 3M. Colebrook, ' ?°H. S. Cormack, ' 7D. D 











Fes. 7, 1959 





UNIVERSITIES AND COLLEGES 


379 


BRITISH 
MEDICAL JOURNAL 





Craig, 233. Craske, ?°P. A. Cullum, '°T. T. Davies, °H. F. Don, 
* 8D. R. Edbrooke, ! 2V. C. Faber, ! J. Farmer, 2C. B. d’A. Fearn, *P. J. 
Folca, 7W. E. I. Forsythe-Jauch, 'A. V. Gillespie, *P. H. T. Greig. 2J. S. 
Grimshaw, 2A. Hakki, 13M. T. Haslam, 23R. S. Hickling, '! 2A. L. 
Hovenden, ?P. V. Hunt, 'P. B. Jacobs, 'S. A. Janmohamed, #1. N. L. 
Johnston, *J. M. L. Jones, 123A. Kenyon, *L. Kwasny, 2A. M. D. 
Langford, '23A. H. Y. Lee, *R. D. B. Leicester, 7D. B. MacAdam, 
I. D. McIntosh, ! 2 °K. I. Mackenzie, 2J. G. McLaggan, 'J. S. Macve, 
1 2C. McL. Maddox, ! ?5J. M. Maitland, 2T. S. Matthews, 2W. T. Menke, 
2T. M. Mitchell-Fex, 2M. M. R. Reid, *D. Rhys-Phillips. *G. K. Richards, 
SR. M. Ridsdill-Smith, '?°T. W. E. Robinson, 2N. C. Roles, 'R. M. 
Simons, ? J. G. D. Simpson, *I. S. Smith, ! 5S. Spragge, ' 2B. J. Stafford, 
2J. D. M. Stewart, 9J. R Strong, 'N. A. Subedar, J. S. H. Tooth, 
123W. J Trowell, 1253S. D. Turner, '25J. E. C. Twentyman, 'S. O. 
Wamuo, ?R. P. Wilding, ! 2 °R. B. Woodd-Walker. Part | (Pathology and 
Pharmacology) : G. F. Abercrombie, A. H. Abrahams J. D. Allison, D. S. 
Bamford, N. C. Barber, P. F. Bates, R. J. M. Bell, J. P. Blackburn, P. L. 
Boardman, A. E. Rooth, K. R. Bowles, M. A. Branthwaite, A. D. M. 
Bryceson. E. G Cantrell, A. F. S. Childs, I. G. Chisholm, D. R. F. Clark, 
D. F. Cort. A. J. Costello, R. N. Davies, D. Denis-Smith, D. H. Dick, N. 
Dobie, R. J. Donovan, J. B. Douglas. P. Drinkwater. T. B. Duff. R. J. 
Earlam, J. A. T. Ellis, G. H. Evans, P. Fells. E. W. L. Fletcher, C. du V. 
Florey, D. M. C. Forster, H. B. Francis, F. R. Gamman. J. Gough, 
P. J. Graham. B. E. C. Hale, C. N. Hales, R. W. McK. Hamilton. S. G. I. 
Hamilton. S. Harcourt-Webster, A. Harley, J. R. Harrison. R. B. Hedworth- 
Whitty. J. M. Henk, B. Higgs, (Mrs.) P. M. Hill, G. H. Hillam, T. C. 
Hindson N. J. B. Hitchcock, J. D. Hobday, P. N. Holberton, P. J. N. 
Howorth, P. V. Hunt, C. J. Hunter-Craig, R. F. Hurding, S. M. N. 
Jaikaran, (Mrs.) B. J James, J. P. James, A. J. W. Jarvis, G. H. C. 
Jenkins, D. L. Jennings, C. J. A. Jephcott. E. V. Jones, D. H. Keeling, 
R. E. Kendell, E. A. Lazarus, B. K. Lee, N. E. F. Lever, P. S. Lewis, 
B. A. Lockley, Y. W. Loke, R. Lomax, P. W. Lord. J. M. Lunn, J. E. D. 
MacLaren, E. C. Marcus, R. Marsh, B. Martin. J. S. Mather. B. S. 
Meldrum, M. A. Message, J. W. Miller, M. C. Mitcheson, R. H. Morgan, 
R. M. Negus, A. J. H. Nix, G. F. Norris, M. J. Orrell. J. D. Parkes, 
M. J. Peckham, B. A. W Perkins, J. Pilcher, I. C. Pitrer, C. R. M. 
Prentice. M_ L. B. Pritchard, H. M. Rawlinson, M. Rendall. M. H. Retter, 
D. A. Richards, (Mrs.) S. J. Richmond, J. W. S. Rickett. J. R. L. Roberts, 
H. M. Sareent, J. A. Savin, R. H. Secker Walker, A. P. Sherman. B. 
Simpson, C. L. Smailes. P. Snell, D. P. Stables. J. M. S. Standley, F. A. 
Strane, P. J. Swingiehurst, R. T. Taylor, M. Thomas. J. S. H. Tooth, 
M. R. Turner, I. W. Wallace, E. N. Wardle, F. Warwick. D. F. L. 
Watkin, M. R. H. Webb. J. S. Wigglesworth. P. Williams. R. V. F. 
Williams, C. J. F. L. Williamson, G. H. E. Woodbine, D. A. Wright, A. J. 
Yates-Bell, J. M. Yong. 


The Raymond Horton-Smith Prize for 1957-8 has been awarded 
to R. W. Ross Russell, M.D., M.R.C.P. 

In Congregation on November 13, 1958, the degrees of M.B., 
B.Chir. were conferred (by proxy) on Paula R. Vanstone. 

In Congregation on November 15, 1958, the following degrees 
were conferred : 

M.D.—M. Rayne, J. Foster. I. Oswald, M. G. Rinsler. 

M.B.—D. I. Atkinson (by oroxy). A. R. Thomas. 

1Passed in principles and practice of phvsic. Passed in principles and 
practice of surgery. *Passed in midwifery and gynaecology. 


UNIVERSITY OF ST. ANDREWS 


At a Graduation Ceremonial on January 9 the following degrees 
were conferred: 

M.D.—G. R. Tudhope (wich honours). 

Cu.M.—J. A. Gillespie (with honours). 

Pu.D.—In the Faculty of Medicine: H. 1. Aaron, M.B., B.S. 

M.B., Cu.B.—Pauline J. Bee, A. D. Campbe'l. R. J. Dallas, P. J. Hook, 
1. B. Jackson, G. Marshall, Rosalind D. May, Mady J. Milne, J. O. Olaore, 
A. Phillips, G. M. Stephen, C. Young. 


UNIVERSITY OF GLASGOW 


On December 19, 1958, the degree of Ch.M. was conferred in 
absentia on F C. Rodger. . 

The following degrees were conferred on January 10: 

M.D.—*J. M. Cameron, *S. G. McA!pine, Mary C. Macdougall 
(née Cumming) (with honours), A. T. McNeil, D E. Munro, *M. L. 
Paterson. *J. S. Scott, °C. McP. Smith. T S. R. Train. 

M.B., Cu.B.—J. Adamson. E. F Barron, W. A. S. Boyle, W. Davidson, 
L. K. A. Derhan, Cecilie Donoghue, Evelyn M. Finnie (née Robson), 
Patriaa A. J. Freeman, A. B. C. Halliday, A. Harper. R. T. H. M. Harvey. 
J. G. B. Hendry A. C. F. Kenmure, W. C. Kerr. J. D. McFarland, D. 
McLaren, N. E. V. Marshall, W. M. Matheson. N. O. Mohammed, W. 
Morris. I. Morrison, J. M. Muir, Ulita A. Nair (née Stanley). J. A. Reilly, 
F. C. Robertson, E. T. Robinson, Lena C. Shaw, G. Somerville, W. 
Thomson, D. F. Torley, J. D. Torrance. 

*With commendation. 


UNIVERSITY OF EDINBURGH 


At a Graduation Ceremonial on December 19, 1958, the following 
degrees and diplomas were conferred : 

M.D.—'B. Cruickshank, ‘J. W. Farquhar, 'J. B. Gibson, I. M. Ingram, 
A. C. McDougall, '*H. B. M. Murphy, 2C. Riley, 2J. M. Roberts, Anne B. 
Sutherland, *°C. W. M. Wilson. 

Pu.D.—In the Faculty of Medicine: Margaret J. Fletcher, W. Forshall, 
*E. W. Horton, W. M. Stokoe. 

M.B., Cu.B.—D. Cartmel, A. B. Christie. Morag Dickinson, Allison C. 
Dunbar, R. Gooderick, A. J. Graham, I. Gunewardena, M. A. Houseley, 
E. B. Jenkins, C. F. McK. Maloney, J. A. S. Marriott, Mary F. Moffat, 
W. G. Paley. M. A. J. Peacey, E. A. Shaw, K. McL. Stewart, Margaret T. 
Williamson, .leather E. Wricht. 

. DiPLOMA IN MeEpIcaL RapiopiaGNnosis.—A. Dick, J. A. K. Meikle, J. H. 

‘almer. 

DIPLOMA IN MepicaL RapioTHERAPY.—H. Macdonald, T. F. Sandeman. 

DipLoMa IN Psycuiatry.—N. W. Imlah, Isabel F. Sutherland. 


The following fellowships, etc., were awarded in the Faculty 
of Medicine: Graduate Research Fellowships: J.-M. de Margerie 


and J. McE. MclI. Neilson. Graduate Research Scholarships: 
J. T. Bovet and I. Campbell. Graduate Travelling Scholarship: 
J. P. Duguid. Mackie Bursaries: E. McPhedran and A. M. Patel. 
Andrew Graham Ritchie Bursaries: J. W. S. Angus, A. Ramsay, 
Flora M. McK. Robertson. Anderson Henry Prize in Botany: 
R. B. Knox and K. S. Stewart (equal). E. B. Jamieson Prizes in 
Anatomy: A. Dumbreck and C. McG. Mailer. Peter Cumming 
Prize in Anatomy, Physiology, Dental Anatomy, and Histology: 
D. E. Jones. 

‘Highly commended for thesis. 


*Commended for thesis. */n absentia. 


UNIVERSITY OF DUBLIN 
ScHOOL OF Puysic, TRINITY COLLEGE 


B. S. Stephen has been approved at the Part II examination for 
the Diploma in Psychological Medicine. 


UNIVERSITY OF LONDON 


The degree of M.D. was awarded by the Senate on December 17, 
1958, to FP. B. Cook, S. S. Epstein, D. A. F. McGill, and Ariela 
Pomerance, and on December 18 to G. Dutton and Joan F. Zilva. 

Dr C. F. Harris has been appointed representative of the 
University at the ninth International Congress of Paediatrics to be 
held in Montreal from July 19 to 25, 1959. 

The following have been appointed or reappointed or 
nominated for appointment or reappointment as representatives 
of the University on the governing bodies indicated in 
parentheses: Professor Frank Goldby (King’s College Hospital 
Medical School): Professor W. J. Hamilton (Royal Veterinary 
College); Dr. Katharine Lloyd-Williams (Cheltenham Ladies’ 
College): Mr. St. G. B. Delisle Gray (Morpeth London County 
Secondary School); Dr. W. R. Thrower (Crofton Park London 
County Secondary School). 

The Ken Clifford Entrance Scholarship in Medicine for 1958 
has been awarded to James John Murray (Stonyhurst College). 
and the A. H. Bygott Scholarship for 1958 to Margaret Anita 
Shields, M.B., Ch.B. 


UNIVERSITY OF BIRMINGHAM 


The title of University Research Fellow in the Department of 
Medical Biochemistry and Pharmacology has been conferred on 
Professor S. J. Baker. associate professor of medicine at Vellore 
Christian Medical College, India; and in the Department of 
Medicine, on Professor C. Venkataramiah. principal and 
professor of physiology at Kurnool Medical College. during the 
tenure of their present appointments or for the period of their 
stay at the University. 

The board of governors of the United Birmingham Hospitals 
has granted honorary status to Professor D. V. Hubble, as 
honorary consultant paediatrician, and to Dr. P. W. Dykes, as 
honorary assistant research associate in medicine. 

Dr. H. A. Salmon has been appointed temporary lecturer in 
physiology, and Dr. H. Roberts part-time lecturer in obstetrics 
and gynaecology, both from October 1, 1958. 


UNIVERSITY OF BRISTOL 


The dissertations of the following have been approved for the 
degrees indicated : 


M.D.—P. C. Farrant, K. R. Gough, M. D. Turner. 
Pu.D.—In the Faculty of Medicine: H. S. M. Crabb, D. G. Lyon. 


ROYAL COLLEGE OF SURGEONS OF ENGLAND 


At a meeting of the Council of the College held on January 8, 
with Sir James Paterson Ross, President, in the chair, the 
following diplomas were granted, jointly with the Royal College 
of Physicians of London: 

DIPLOMA IN LARYNGOLOGY AND OTOLOGY.—S. Y. Ali, N. Biswas, D. K. 
Chaudhari, D. V. G. Da Costa, H. Das, D. Finney, S I. Husain, A. A. 
Khay, B. V. Lee, I. N. Lee. R. S. McKim, J. M. McLaughlin, R. A. 
Mallal, T. A. Mulligan, N. G. Patel, Pe Than Maung, A. R. Reddy, 
G. A. W. Sharrard, O. L. Thomas, G. A. Toma, V. Vijayasegaram. 

DIPLOMA IN ANAESTHETICS.—R. Armstrong, D. W. Atherley. V. G 
Balmer. Jeean Bheenick, D. N. Biswas. R. Bliss, P. O. Bodley, T. A. 
Boliston, J. F. Bolt, R. H. Boyd. Anne H. Bristow, Sheila M. McN. 
Brownlie, Margaret E. Burns, G. Canty, M. F. X. Carr. C. G. D. Clarke, 
H. L. Clarke, Pameta B. Clayton, Patricia A. Coates, A. F. Conchie, R. V. 
Consiglio, M. D. Cox. Martha K. Cuthbertson, H. J. Davies, J. A. H. 
Davies, M. W. LI. Davis, Columba Devlin, H. R. Dingle, J. R. Donald, 
I. C. Dow. P. A. Eckstein, C. M. D. Edmonds, E. R. J. Emery, B. R. 
Eustace. Hilary K. J. Fisher, C. B. Floyd. S. B. Foulds, J. G. Francis, 
A. G. Gazi, Helen E. C. Gordon, M. A. Gormley, M. E. B. Hayes. V. B. 
Henry, J. C. Hill, Irene C. Hooks, F. J. Husain, J. Hyland. Margaret 
James, A. M. C. Jennings, Anne F. Jones, Maria J. Kielbinska, T. D. 
Kimmet, D. W. G King, D. H. King-Davies, P. J. W. Knell, M. G. 
Kulkarni, A. G. Larson, Maire M. P. Leahy, P. F. S. Lee. D. S. Leede, 
W. J. Leishman, Yuin B. Ling, J. W. Lloyd, G. S. McCarthy, Nora M. 
McCarthy, T. N. McComb, J G. McDonald, I. MacG. MacIntyre, J. C. 
McIntyre, G. K. McLellan, M C. G. Mantell, A. R. Maude, Mary A. B. 
Murray, J. M. Nerney, F. A. Newton, A. D. G. Nicholas, T. M. O’Brien, 
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M. J. Oldroyd, P. Papworth, Shirley A. Peacock, B. Philpott, B. A. 
Poley, C. J. F. Potter, S. Ramrakha, V. E. Rees, L. A. Reitsma, D. S. 
Robbie, J. R. Samuel, N. Sardana, A. Shamash, M. S. Sheshgiri, M. M 
Som, W. McA. Speirs, B. R. Stead, J. H. Stevens, R. V. Steward, 
Margaret M. Sutherland, W. E. Sweetapple, W. S. Sykes, W. P. Thatte, 
M. A. Theeman, Helen L. Thompson, P. A. Tsoi-a-Sue, T. de L. Walker, 
J. R. W. Walsh, W. J. Walton, Audrey J. Wheeler, Valmae J. M 
— Doris S. Whiteford, Kathleen M. Whitfield, D. Williams, R. V 
oung. 

DtPLOMA IN Mepicat RADIoDIAGNOSIS.—K. R. Aberdour, J. E. B. Aling. 
A. Appleby, E. M. Bateson, Eleanour M. R. Besterman, G. P. Bradfield, 
Susan M. Broadbent, F. J. Brunton, E. H. Burrows, E. B. Davies, 1. G 
Emmanuel, F. Fictcher, L. V. Gould, N. Gupta. P. M. Hacking, A 
Haylock, Mary A. Hewett, E. A. W. Houghton, V. H. Hutchinson, M. N 
Jilla, L. Kreel, R. Leigh, L. R. Levin, J. J. McCavana, J. S. Maclean, 
D. J. Manton, M. Maskey, A. Meyer, T. J. O’Beirne, W. A. O’Brien. 
H. F. W. Pribram, S. S. Rao. C. J. Rhodes, R. E. Richardson, H. 
Row, J. Roylance, J. J. H. Rymer, S. S. Sandhoo, E. G. Shulman, 
Starer, H. B. Stentiford, F. C. Trembalowicz, J. P. Udawat, Brenda 
van Leuven 

DiPLOMA IN MepicaL RapIoTHERAPY.—P. Bancrice, K. B. Chia, W 
Constable, J. K. Donovan, Maureen B. Duthie, H. D. Friedberg, A. 
Laing, Maryam K. Mallick, A. H. W. Nias, R. Robillard, M. G. Sainz, 
Sarangi, A. D. Singh, Neai-Chen Woo, Chun-Ming Yeune 

Diptoma IN PsycnoLocicat Mepicine.—J. P. Baker, G. J. Barry, 1 
Berman, Ann D. Black, S. Bourne, Joyce E. Brest, M. W. Browne, 
Elizabeth M. Bruce, M. W. P. Carney, M. D. Cashman, A. D. Charles, 
S. I. Cohen, Carice Ellison, M. D. Enoch, N. D. Farnan, A. R. Foster. 
H. C. Fowlie, H. L. Freeman, A. Galea, Mabe! L. Haigh, J. V. Halpenny 
M. A. Harereaves, R. W. Johnston, W. Johnston, G. E. Langley, J 
McDonald, J. Macintyre, Dorothy M. McWhirter, P. J. Mannion, D. H 
Neale, J. W. G. Nixon, B. M. N. Pitt, G. Pollitt. V. R. Puzantian, W. H 
Reid, R. Rodriguez-Arganaras, D. Rooney, L. F. W. Rowe, G. F. M 
Russell, V. O. G. Smyth, D. I. Storey, P. Sykes, J. Warner, J. H. P 
Willis, J. R. E. Wilson, Y. C. Wong 

DiptoMa IN PatHoLoGy.—M. Y. Ali, B. C. Bhattacharyya, H. N 
Harrison, T. Manners, T. K. Narayanan, Don S. P. S. V. J. Wijesekera. 

Dietoma tN Pustic Heartu.—S. Adesuyi. .Lily Arratoon, L. : 
Brearley, P. Changtrakul, E. Darabian, J. M. Deka, Lilian Kerr, Christine 
Kirby, W. G. Lewis, K A. Malazie, Esther E. Simpson, M. F. X 
Slattery, D. J. Stephen, G. C. Young. 

DreLoma IN Tropical Mepicine AND Hyorene.—K. K. Appaiji, G. Gaijre 
D. H. Melville-Swarries, Hnin Yee 

Drptoma tn Cuttp Heatta.—T. P. Linham, K. Tharmarajah 


ROYAL COLLEGE OF PHYSICIANS OF IRELAND 


At a meeting of the College held on September 29, 1958, Major- 
General G. T. L. Archer was admitted to the Fellowship of the 
College. 

On November 7, 1958, T. E. Lear, S. Lourdenadin, J. S. 
McCormick, and G. B. Plunkett were admitted to the 
Membership. 

At a meeting of the College held on December 5, 1958, with the 
President, Dr. P. T. O'Farrell, in the chair, Dr. J. J. Cockburn 
was admitted to the Licence and Membership of the College. 

The following were admitted to the Licence in Medicine and 
Midwifery : 

Y. M. Ali, R. G. R. Bobart, R. J. Christmas, Margaret M. Day, K. A. 
Docrat, Noreen M. Duffy, Mearl A. Fenwick, M. N. Fitzgibbon, H 
Holmes, S. N. Jeawon, O. C. Parry-Jones. H. A. Marcelin, Louisa E. 
Moran. M. A. Q. Muhairez, J. McAleer, J. F. McCusker, R. H. Narozny, 
J. C. Okoye. P. R. Panniker, Janina Pisko-Dubienski, D. L. Scawn, M. E. 
Seedat, Y. Z. Shah, A. L. Tawiah. 
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MEASLES 
REPORTS FROM GENERAL PRACTITIONERS 
We are much indebted to the general practitioners whose 
names appear below for the following notes on the present 
outbreak of measles. 


Dr. G. IT. WaTSON (Peaslake, Surrey) writes: Measles was 
introduced just before Christmas by a child from Petworth. 
He went to school, coughing, on December 15-17, 1958, and 
to the school party that afternoon, after which he developed 
his rash. In school and at the party he was in contact with 
§2 children, 25 of whom were said to be susceptible. Of 
these, 21 (84%) developed measles, 2 on December 27, 2 
on the 28th, 6 on the 29th, 9 on the 30th, 3 on the 3lst, 
3 on January 1, 1959, and 2 on the 2nd. The shortest 
incubation was thus 12 days and the longest 16 until the 
rash appeared. Out of 27 other children who were said 
to have had measles or were doubtful, 6 (22°) developed 
it. One child’s mother said he was 3 months old when 
previously affected, which suggests confusion wtih roseola 
infantum. 

Treatment of Attack.—No drugs are given for either the 
fever or the cough ; if pressed, I dispense mist. salin. B.N.F. 
as a placebo. Glutethimide 125 mg. may be given in the 
afternoon if the child is restless when the rash develops ; 
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250 mg. in single or divided doses at bedtime ensures a good 
night’s sleep in spite of coughing. I encourage a warm 
humid atmosphere in the room by various methods: some 
electric fires and most electric toasters allow an open pan 
of water to rest on top; an electric kettle blows off too 
much steam to be kept on for more than short periods. 
Parents, conscious of the need to darken the room and to 
forbid reading, may carry this to an unnecessary extreme, 
starting even before the rash appears. To save a mother 
some demands, the wireless is a boon to children in darkened 
rooms. They are allowed up when the rash fades from 
the abdomen—usually the fourth or fifth day—and may 
go outside on the next fine day. Apart from fruit to eat. 
solid food is avoided on the day the rash is appearing; 
fruit drinks or soups are all they appear to want. 

Complications—So far few complications have arisen. 
Four cases of otitis media occurred in the first 25 children. 
but only one had pain. No case of pneumonia has occurred, 
but one child had grossly abnormal signs in the chest for a 
few days after the fever subsided, uninfluenced by oral 
penicillin. One girl had a tear-duct infection and another 
an undue blepharitis. Of three adult males with the disease, 
two have been more severely affected than any of the 
children. ; 

Treatment of Complications—For otitis media with or 
without pain oral penicillin in therapeutic doses is given 
four times a day. Dacryocystitis was treated with an oral 
mixture of penicillin and sulphonamide. 

Interesting Features.—The invasion phase of measles this 
year seems to be more drawn out than previously. Several 
children have been febrile for a week, one for nine days 
before the rash appeared. In two boys measles was 
tentatively excluded: the first developed no catarrhal signs 
in spite of his fever, and then mumps appeared ; the second. 
who was coughing, had an evening temperature of 102° F. 
(38.9° C.) for three nights running, before signs of primary 
atypical pneumonia appeared in the right lung. Two 
children have had transient rashes on the trunk before 
the typical rash appeared on the face. One girl, who was 
given gamma globulin as an infant when her elder brother 
had measles, was on this occasion a house contact of a 
younger brother with a typical attack ; in due course she 
developed a low fever and transient catarrh but no rash, 
at the same time that her younger sister developed a typical 
attack of measles. In a neighbouring practice a baby of 
9 months developed fever and catarrh, but no rash, at the 
same time as two older children in the house developed 
typical attacks of measles. A girl of 2 years who has not 
had measles in the past failed to develop it from house 
contact with her father, although her younger sister had 
a tvpical attack. A girl of 8 was not infected at the 
school party, though she nursed the ailing victim on her 
knee, but later took the disease from her sisters, who were 
infected at the party. 


LaTe START 


Dr. F. H. Sratnes (Callington, Cornwall) writes: This 
practice had a large epidemic of measles from July to 
October, 1957 (overlapping with the Asian influenza), and a 
small epidemic in April, 1958, occurring in a village that 
was bypassed by the 1957 infection. The current epidemic 
has not yet reached here, and in this practice only one 
of the last five epidemics has started early in the New 
Year, the others all starting in spring or summer. 


Bep REST 


Dr. R. E. Hope Simpson (Cirencester, Glos) writes: We 
make no attempt to prevent the spread of measles, and 
would only use gamma globulin to mitigate the severity 
of the disease in the case of the exposure of a susceptible 
adult or child who is already severely debilitated. Bed 
rest, for seven days for moderate and severe cases and of 
five to six days in mild cases, seems to cut down the 
incidence of such complications as secondary bacterial otitis 
media and bronchopneumonia. We have not been impressed 
by the prophylactic or therapeutic use of antibiotics and 
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sulphonamides in the first week of the disease. As soon 
as the patient is out of bed we allow him out of doors 
almost regardless of the weather. 

Otitis Media and Bronchopneumonia.—These conditions 
often appear so early, sometimes even before the rash, that 
in such cases one can only conclude that the responsible 
agent is the virus itself. Despite their initial alarming 
severity, they tend to resolve spontaneously, and treatment 
apart from first principles seems useless. When, on the 
other hand, otitis media or bronchopneumonia comes on 
after the subsidence of the initial symptoms of measles, it 
is probably due to a secondary bacterial invader, and we 
find antibiotics or sulphonamides useful if the severity of 
the complication demands them. 

Staphylococcal Infections—Styes and blepharitis com- 
monly develop within six weeks of measles and can be 
dramatically severe. They often persist as a_ recurrent 
nuisance for months or even years. In the long view local 
applications are conspicuously unsuccessful, as are courses 
of antibiotics. Prolonged use of sulphonamides, on the 
other hand, often seems to stop the cycle of recurrences, 
and heartening results are achieved by the old-fashioned 
iron tonics or their vitamin-and-iron successors. 

Experience bears out the expectation that children under 
2 years old usually have mild attacks, and under 6 months 
often escape the disease altogether. These mild attacks in 
infancy do not appear to give a solid immunity, and such 
children are often subject to a second attack when they 
reach school age. One wonders if the same principle applies 
to attacks modified by gamma globulin. 

Less Severe.—The present outbreak in this area is not 
distinguished by any peculiar characteristics except that it 
seems less severe than usual. 


MILD AILMENT 


Dr. JOHN Fry (Beckenham, Kent) writes: The expected 
biennial epidemic of measles appeared in this region in 
early December, 1958, just in time to put many youngsters 
to bed over Christmas. To date there have been close on 
150 cases in the practice, and the numbers are now steadily 
decreasing. Like previous epidemics, the primary cases 
have been chiefly in the 5- and 6-year-olds, with secondary 
cases in their younger siblings. No special features have 
been noted in this relatively mild epidemic. It has been 
mild because complications have occurred in only four 
children. One little girl aged 2 suffered from a lobular 
pneumonia, and three others developed acute otitis media 
following their measles. In the majority of children the 
whole episode has been well and truly over in a week, from 
the prodromal phase to the disappearance of the rash, and 
many mothers have remarked “how much good the attack 
has done their children,” as they seem so much better after 
the measles. 

A family doctor’s approach to the management of 
measles is essentially a personal and individual matter, 
based on the personal experiences of the doctor and the 
individual character and background of the child and the 


family. In this practice measles is considered as a relatively 
mild and inevitable childhood ailment that is _ best 
encountered any time from 3 to 7 years of age. Over 


the past 10 years there have been few serious complications 
at any age, and all children have made complete recoveries. 
As a result of this reasoning no special attempts have been 
made at prevention even in young infants in whom the 
disease has not been found to be especially serious. 
Treatment.—In the acute phase non-specific symptomatic 
measures such as aspirin and linctus have been the basis of 
treatment, and without the routine use of antibiotics or 
sulphonamides the rate of complications has not exceeded 
3%. Even in the possibly susceptible “ catarrhal children ” 
with previous histories of recurrent ear and chest infections 
antibiotics have not been used in attempting to prevent 


complications; if and when these did occur they were 
treated on their merits. The few complications that did 
arise—namely, otitis media and chest infections—were 


either allowed to settle naturally on non-specific treatment, 
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or, when severe enough, were treated with intramuscular 
injections of penicillin. In the present epidemic the one 
child with pneumonia and two of the children with acute 
otitis media were the only ones who required specific 
antibiotics. In all the others the disease followed a relatively 
uneventful course with complete and spontaneous resolution. 


I would like to express my thanks to Dr. G. E. H. Callebaut, 
who has worked with me during this time. 


No PERMANENT DISABILITIES 


Dr. R. M. McGrecor (Hawick, Roxburghshire) writes: 
In Scotland measles is not a notifiable disease except in the 
case of certain ports. Information concerning incidence, 
therefore, is known only to the family doctor and to a lesser 
extent the school authorities. In this area since 1948 serious 
outbreaks have occurred in the autumn of 1950, in March 
and April of 1953, and in June and July of 1955. In the 
intervening periods, and since the last serious outbreak, 
sporadic cases have occurred without causing an epidemic. 
At present we enjoy a complete freedom from this disease, 
and it is hoped that the act of writing on the subject will 
not incur the penalty of a visitation. 

Scanning the notes of the previous epidemics, it is evident 
that the 1955 episode was one of low virulence. Indeed, 
many of the cases were sufficiently mild as to make diagnosis 
difficult. The follow-up of all the epidemics reveals that 
the patients have not suffered any permanent disabilities. 
This could be due to the treatment given being satisfactory 
or to the excellent recuperative powers of a_ sturdy 
population. 

It is conspicuous that the 5—15-years age group contained 
the vast majority of the cases. No effort was made to 
prevent the spread of the disease, except the ordinary 
precaution of not permitting juvenile visitors. Gamma 
globulin to thwart the onset of the disease was never used, 
since the few cases seen affecting the adults have always 
been severe. It is felt advisable to get the infection over in 
childhood and thus avoid this hazard in later life. 

In these epidemics no _ serious complications were 
encountered. A troublesome cough for a few weeks after 
the infection was fairly frequent. In the 1955 episode only 
two cases of concomitant otitis media were seen, and in 
both cases it was a recrudescence of a previous attack. 
Contrariwise three of the cases had otitis media a few 
months before, and did not have a flare-up during the 
measles infection. In one case, as the rash of measles 
was fading, typical spots of chicken-pox were seen to 
develop. This superimposed infection did not prolong the 
convalescence. 

The treatment given in all cases was sulphadimidine. In 
the older children it was dispensed in the form of tablets. 
In the younger children and in those that complained of 
difficulty in swallowing, the suspension was used. When 
the sulphadimidine was stopped, a sedative mixture was 
given to those who complained of a troublesome cough. 


IMPORTANCE OF VISITS 


Dr. KerrH HopGKIN (Redcar, Yorks) writes: If the present 
measles epidemic of nearly 100 cases is compared with the 
two previous cpidemics (250 cases), no obvious differences 
are observed. Several clinical observations were made 
which influence early diagnosis and treatment: (1) In all 
cases the classic triad of cough, Koplik’s spots, and rash 
was found. (2) The cough began 1-5 (usually 3) days 
before the rash in over 80%, of cases. (3) Koplik’s spots 
were never observed more than 2 days before the onset 
of rash. Extensive Koplik infiltration appearing as a diffuse 
red granularity over the inside of the cheeks indicated the 
likelihood of a severe illness. (4) A stage of pulmonary 
catarrh as judged by moist adventitious sounds was observed 
in 54% of cases. This stage always appeared 1-3 days 
after the appearance of rash—i.e., just as the clinical 
condition was improving. These catarrhal sounds had 
disappeared in most cases four days later. 
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Complications.—Only three complications were observed: 
(1) In 6% of cases the illness followed its normal course 
but was unusually severe. These cases developed severe 
prostration and rapid respiration while the rash was at its 
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height. Extensive Koplik infiltration usually proceeded 
these developments. (2) In 3% of cases the stage of 
pulmonary catarrh progressed to a pneumonitis, or 


bronchopneumonia, with persistent fever and localizing 
pulmonary adventitious sounds. (3) In 6% of cases there 
was acute otitis media which appeared to be related to the 
cough. 

Prophylaxis.—Isolation is a_ practical impossibility. 
Gamma globulin was used successfully to protect weakly 
susceptibles on three occasions. 

Treatment and Prevention of Complications.—Adequate 
bed rest, fluids, soluble aspirin, and a cough linctus were 
the routine treatment in all cases. Penicillin V was used in 
12% of cases when there was clinical evidence of one of 
the three complications mentioned above. In a further 12% 
penicillin was used as an “umbrella” to protect chesty 
children. 

In the three epidemics there were no deaths and no 
admissions to hospital, and in no case did pulmonary 
complications persist long enough to show on an x-ray 
when the child was well. Pneumonia is most likely to 
supervene during the stage of pulmonary catarrh when the 
child is improving clinically. At this stage parents, 
especially those in overcrowded homes, are apt to allow 
children to get up or even to go out. The most important 
measure is to insist on absolute bed rest until fever and 
chest signs have disappeared. Visiting on alternate days to 
ensure that parents carry this out is essential. 

It is suggested that the many good results claimed for 
different forms of therapy in measles may be artificial, and 
that it is the frequent visiting by the interested clinician and 
not the therapy which produces the good results. 





Week Ending January 24 


Infectious diseases were more prevalent in England and 
Wales during the week ending January 24. The rises in the 
numbers of notifications included 1,038 for measles, from 
12,671 to 13,709, 355 for dysentery, from 839 to 1,194, 325 
for scarlet fever. from 1,103 to 1.428, 150 for whooping- 
cough, from 508 to 658, 93 for food-poisoning, from 107 to 
200, and 84 for acute pneumonia, from 527 to 611. 

The largest rises in the incidence of measles were 201 in 
Middlesex, from 640 to 841 (Harrow M.B. 102, Ealing M.B. 
88, Wembley M.B. 80), 153 in Bedfordshire, from 272 to 
425 (Luton M.B. 180), 152 in Hampshire, from 178 to 330, 
122 in Yorkshire West Riding, from 1,223 to 1,345 (Sheffield 
C.B. 214, Leeds C.B. 197, York C.B. 106), 116 in Essex, from 
1,047 to 1,163 (Ilford M.B. 195, West Ham C.B. 148), and 
104 in Warwickshire, from 402 to 506 (Birmingham C.B. 
188, Coventry C.B. 140); the largest exceptions to an 
increased incidence were falls of 133 in Lincolnshire, from 
452 to 319, and 77 in Staffordshire, from 441 to 364. No 
large fluctuations were recorded in the local returns of 
whooping-cough. The largest increases in the number of 


notifications of scarlet fever were 45 in Yorkshire West 
Riding, from 137 to 182, and 36 in Hertfordshire, from 
47 to 83. 4 cases of diphtheria were notified, being 1 more 
than in the preceding week. 

The notifications of acute poliomyelitis numbered 18 and 
were 7 fewer for paralytic and 1 fewer for non-paralytic 
cases than in the preceding week. The largest returns were 
3 cases in Essex and in Cheshire. 

Another 40 cases were notified from the outbreak of 
Salmonella limete paratyphoid fever in Nottingham C.B., 
where 28 cases were notified in the preceding week. 

The largest rise in dysentery was 72 cases in Glamorgan- 
shire. The chief centres of infection were Glamorganshire 
201 (Cardiff C.B. 84, Barry M.B. 62, Rhondda M.B. 37), 
Yorkshire West Riding 175 (Leeds C.B. 107, Bradford C.B. 
24), Lancashire 109 (Liverpool C.B. 36, Eccles M.B. 16, 
Manchester C.B. 12), Lincolnshire 87 (Grimsby C.B. 38, 
Boston M.B. 15, Scunthorpe M.B. 10), London 79 
(Wandsworth 18, Bermondsey 15), Essex 76 (Walthamstow 
M.B. 48), Warwickshire 66 (Coventry C.B. 55, Birmingham 
C.B. 10), Nottinghamshire 60 (Carlton U.D. 46), Yorkshire 
East Riding 43 (Kingston upon Hull C.B. 30), Hampshire 35 
(Southampton C.B. 21), Staffordshire 35 (Litchfield R.D. 11, 
Stoke on Trent C.B. 10), Durham 25 (South Shields C.B. 12), 
Middlesex 24, and Northumberland 21 (Newcastle upon 
Tyne C.B. 21). 


Venereal Diseases 


In England and Wales during the quarter ending September 
30, 1958, 1,032 new cases of syphilis were reported as 
attending the clinics, as compared with 1,240 the previous 
year. Of these, 170 were classified as primary, secondary. 
or latent in the first year of infection. 7 cases of congenital 
syphilis in children aged under 1 year were reported, and 
96 cases in persons over that age. New cases of gonorrhoea 
(with corresponding 1957 figures in parentheses) numbered 
7,986 (7,155), of chancroid 65 (66), and of non-gonococcal 
urethritis (males only) 5,197 (4,408).—Monthly Bulletin of 
the Ministry of Health, January, 1959. 


Influenza 


In the week ending January 24, 55 deaths from influenza 
were reported in England and Wales. This total was 22 
more than in the previous week, but it is only a quarter of 
the total in the corresponding week last year, when Asian 
influenza was epidemic. Pneumonia notifications remain 
low for the time of year (see graph). In the week ending 
January 24 there were 875 deaths from pneumonia, 
compared with 992 in the corresponding week last year. 
Influenza-like illness has been reported in a few scattered 
districts, and serological evidence of the Asian strain has 
been obtained in some cases. In Birmingham for about 
three weeks there has been a sustained demand for hospital 
beds for infants with acute respiratory disease. 


Industrial Accidents and Diseases 


A total of 1,183 workpeople died from notifiable accidents 
in the course of their employment in Great Britain during 
1958, compared with 1,272 in 1957. The number of cases 
of industrial diseases reported was 469, of which 17 were 
fatal; the numbers for 1957 were 518 and 15. The 1958 
deaths were as follows: epitheliomatous ulceration due to 
mineral oil 11 and due to pitch and tar 5; toxic jaundice I. 

The number of workpeople (other than seamen) in the 
United Kingdom whose deaths from accidents in the course 
of their employment were reported in December, 1958, was 
101, compared with 118 in the previous month and 119 in 
December, 1957. 

The numbers of cases of industrial diseases in the United 
Kingdom reported during December, 1958, were as follows : 
Lead poisoning 12, mercurial poisoning 3, compressed air 
illness 1, anthrax 1, epitheliomatous ulceration 30, chrome 
ulceration 20; total 67. There were eight deaths from 


epitheliomatous ulceration, 3 due to pitch and tar and 5 due 
to mineral oil.—Ministry of Labour Gazette, January, 1959. 
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Graphs of Infectious Diseases 

The graphs below show the uncorrected numbers of cases 
of certain diseases notified weekly in England and Wales. 
Highest and lowest figures reported in each week during 
the years 1949-57 are shown thus - - - - - - , the figures for 
1958-9 thus —————. Except for the curves showing 
notifications in 1958-9, the graphs were prepared at the 
Department of Medical Statistics and Epidemiology, London 
School of Hygiene and Tropical Medicine. 





aes WHOOPING-COUGH 
6000; A 
wd me : ita 
“ | 4 is i, ' 
2 ’ ih Ps Foe 
: é . : 
~ : a me # oa 
© 4000} ; a, . 
~_ ’ . ‘ ‘a 
S 9 ; ., ; 
« ’ ' ’ 
@ 3000- ° =, 
5 
z We 
2000+ Highest 1949-57 
on oS a pet Lowest 1949-57 x 
| * 4 





a8 12 20 24 26 32 36 40 44 48 S24 




























WEEKS — 
4000, PNEUMONIA 
| i>, Highest,1949-57 im 
% sooo- fj 
< ; Hy ; 
ve H : j 
u f H % ‘ 
os 2000 ji9se ‘ po H 
w ‘ g . i 
a Neovo, ’ ‘ ‘ 
= Lowest ‘ i ‘ ‘ 
= 1000+ ae, a 
Suvéererndtreerneearerrenne 
8 i2 6 20 24 2 32 3% 40 44 48 S24 
WEEKS eae 
35000; MEASLES 
| rm) ’ 
i \ i 
sooo fF : 
: ‘ ‘ . 
; . cA i 
25000-, } yoy a 
” Ft: ts 63 “ 
© 20000; ‘ As 
—— ‘ 
S | A, j4 
« 8 , 
Senedd \ 
= 15000; . 
2 | \ Highest 1949-57 
\ 
10000 1958 5, 
‘ 
$000} 
ocosncdedsuanieneenl Lowest 1949-57 cesta ice, A 
ae 2 6 20 24 23 32 5 40 44 48 Se 
WEEKS si 
ENTERIC FEVER 
140+ . 
4 
“= 120- ‘ " ; 
4 a i “ 
S 100; ‘ ' 4 i ‘ i 
re i 4 7 
bs rs 3 2% 
e i, 
a ¥ $3 
= b Ww 4 
> ' 
= '‘ 


Lowest 1949-5 


ae 2 WS 20" 2a 2832" 30 40 4a a 
VEEKS 





BRITISH 
MEDICAL JOURNAL 383 


INFECTIOUS DISEASES AND VITAL STATISTICS 


Summary for British Isles for week ending January 17 
(No. 2) and corresponding week 1958. 

Figures of cases are for the countries shown and London administrative 
county. Figures of deaths and births are for the whole of England and 
Wales (London included), London administrative county, the 17 principal 
towns in Scotland, the 10 principal towns in Northern Ireland, and the 14 
Principa) towns in Eire. 

A blank space denotes disease not notifiable or no return available. 

The table is based on information supplied by the Reegistrars-General of 
England and Wales, Scotland, N. Ireland, and Eire, the Ministry of Health 
and Local Government of N. Ireland, and the Department of Health of Eire. 
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Infective enteritis or | 
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eae eES ee —_ } — |—- 

Influenza .. ‘ 33 1 4 1 1 3 ae 2 0 4 

Measles f o} 1} o| of §& 0} of 0 0 

Meningococcal in- 5 
fection . 0 0 5 1 0 

cnanmmgiamiaiaes —————— Se a —— = 

Pneumonia , 800} 77; 41 19} 12 o 117} 61 12 1 

————_ | —_ —— — -_-|— -|—_—| ] -- - — — —_~ 

Poliomyelitis, acute 4 0 Oo} 0 2 1 0 0 

—— $< | ——_ | ——} —— | ——- |— s _ } 

Scarlet fever os Oo; Of «6(OF (OF 6g Oo} oOo; of O 

en ee ee ee es ee es Ce 2 ae 
e is} 

Tuberculosis: . | 
Respiratory . 113 11 14 3 5 Zz 10 9 1 3 
Non-respiratory | ‘ 1 0 0 I 2 1 0 0 

Whooping-cough. ‘ I 0 0 I | 0 | Oo 0 | 0 

Deaths 0-1 year 352] 34) 42) 4{ 23 43| $8} 8| 11 

Deaths (excluding | | | | 
stillbirths) 13,259) 1098 872} 164) 215 1254| 839) 134, 202 

LIVE BIRTHS .. | 14,554/1241 11048 | 254| 362 13131142) 238! 353 

| . -|— - _ -| — 








STILLBIRTHS .| 324| 25) 29 | 26} 28 





* Measles not notifiable in Scotland, whence returns are approximate. 
+ Includes primary and influenzal pneumonia. 
§ Includes puerperal pyrexia 
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Upjohn Travelling Fellowships.—Applications are invited 
from members of the College of General Practitioners for 
not fewer than 15 travelling fellowships of up to £200 each 
in value. These fellowships. are to enable general 
practitioners to carry out a minimum of two weeks’ 
postgraduate study at their old teaching hospitals or at any 
other hospitals, clinics, health centres, or general practices 
of their choice in the United Kingdom or Eire. Further 
details and application forms may be obtained from the 
Secretary, the College of General Practitioners, 41, Cadogan 
Gardens, London, $.W.3. Applications should be returned 
before August 1. The names of the successful applicants 
will be announced at the Annual General Meeting of the 
College on November 21. 


G.P. Insurance Scheme.—Some further details are now 
available about the British United Provident Association's 
scheme for insuring against the costs of private general- 
practitioner treatment (see Journal, October 11, p. 925). As 
then noted, this scheme is an option restricted to those 
insured under B.U.P.A.’s standard scheme for hospital, 
nursing-home, and specialist charges. Normally the age 
limit for joining the G.P. scheme will be 55, but this year, 
as a concession, the age limit will be 65 for those already 
enrolled in the standard scheme on January 1. Further 
information is obtainable from B.U.P.A., 24/27, Essex 
Street, Strand, London, W.C.2. 


Public Health Laboratory Service.—The third edition of 
“ Notes for the Guidance of Medical Officers and General 
Practitioners ” is published in the January, 1959, issue of the 
Monthly Bulletin of the Ministry of Health and Public 
Health Laboratory Service. The Notes are intended to help 
practitioners to make the best use of an _ up-to-date 
bacteriological laboratory, and include information on 
virology not available when the last edition was published 
in 1954. Reprints will be available towards the end of 
February from the nearest laboratory of the P.H.L.S., or 
from the Director, Public Health Laboratory Service, 38, 
Old Queen Street, London, S.W.1. 


Nuclear Reactor for Medical Use.—The hospital unit of 
an atomic medical research centre was opened last month 
at the Brookhaven National Laboratory of the Atomic 
Energy Commission, Upton, New York (New York Times, 
January 19). The medical centre houses the first nuclear 
reactor designed specifically for medical use. This is able 
to deliver a neutron beam fifty times more powerful than 
that provided by the general nuclear research reactor in 
use there hitherto. One of the uses of this intense neutron 
beam will be in the treatment of certain types of brain 
tumour, the cells of which take up boron more quickly 
than normal cells. After injection, boron is concentrated 
in the tumour tissue within half an hour. If the tumour is 
now exposed to the neutron beam the boron disintegrates 
and emits an alpha particle, which exerts its therapeutic 
effect with little damage to the surrounding area. The 
likelihood of damage is further lessened by the strength of 
the beam, which enables the desired dose to be delivered 
in a very short time 


Atomic Information.—Subscribers can now order copies 
of current unclassified Atomic Energy Authority reports 
from the Library, Atomic Energy Research Establishment, 
Harwell, Didcot, Berks. The categories available include 
biology and medicine, and health and safety. 


M.R.C.P.—The following candidates, having satisfied the 
Censors’ Board, have been elected Members of the Royal 
College of Physicians of London: 

H. Baker, P. K. M. Barrett, E. M. P. Brett, D. A. Chamberlain, 
R. C. Curran, K. Davison, D. A. M. Ellis, P. M. Fullerton, 
J. B. L. Gee, R. U. Gillan, E. N. Glick, C. J. Good, C. B 
Grieve-Dingwall, J. B. Gurland (Jessiah), C. Hodgson, R. O. H. 


BRITISH 
MEDICAL JOURNAL 


Irvine, A. MacL. Kingon, J, P. Knowles, P. M. Last, D. R. K. 
Medley, G. Michell, D. C. F. Muir, W. R. Murdoch, G. R. 
Osborn, P. J. Preston, N. B. Pride, R. C. Richards, R. P. G 
Rothwell, AL. Sanderson, J. M. Small, J. H. Swallow, I. L. 
Thompson, C. C. S. Toh, J. B. Tucker, A. N. Turnbull, A. P. J. 
Weerasekera, and A. J. P. Willis. 


M.R.C.0.G.—At the meeting of the council of the Royal 
College of Obstetricians and Gynaecologists on January 31, 
under the chairmanship of the president, Professor A. M. 
Cuaye, the following were elected to the Membership of the 
College : 

E. Aldous-Ball, K. R. Barnes, S. L. Barron, K. Bose, J. A. C. 
Brown, E. M. Carey, K. Chatterjee, K.-K. Chow, S. Cohen, 
K. V. Cooper, M. Dass, G. M. Davidson, B. H. Dawson, S. 
Devi, R. D. Dickinson, P, Dissanayake, P. M. Elliott, R. G 
Emerson, B. N. Foy, R. D. Fraser, A. Gupta, I. C. Hain, J. J. 
Handler, S. Haroon, J. G. Harrington, S. R. Hazra, M. Howett, 
R. F. Hutchings, H. McVey, B. Mehra, J. J. Morrissey, H 
Mukheiber, I. Orr, R. J. Ostolosky, J. F. O'Sullivan, K. D. 
Printer, M. A. Pugh, S. Ramaswamy, A. L. Reynolds, J. N 
Rodrigo, M. Rohatgi, R. W. Shannon, G. R. Sharp, D. H. 
Stewart, W. S. H. Tow, and M. A. Wignall. 


Space Flight.—Dr. KerrH GLENNAN, head of the new 
U.S. Aeronautics and Space Administration, told Congress 
last week that the first American to go into orbit around 
the earth will be chosen from 110 volunteers. By the 
end of March, 98 will have been eliminated and a final 
choice will be made. He must be a graduate in the physical 
sciences or engineering, a pilot with at least 1,500 flying 
hours, and be under 40. Aeromedical scientists are now 
determining the “ physical and psychological attributes best 
suited for space flight” in the X-15 rocket plane, which 
cost nearly £44m. and takes off in mid-air (The Times). 


Holiday Exchanges in Finland.— The Finnish Medical 
Association has approached the B.M.A. with a view to 
arranging holiday exchanges between doctors’ families in 
Finland and those of doctors in Britain. Will any British 
doctor who is interested in this proposal kindly get in touch 
with the director of the Association’s International Medical 
Advisory Bureau (Dr. R. A. Pallister), B.M.A. House, 
Tavistock Square, London, W.C.1 ? 


Israeli Medicine.—The title of Acta Medica Orientalia has 
been changed to the /srael Medical Journal. Founded 
17 years ago as an independent English language journal 
to present Israeli medicine to the world, Acta Medica 
Orientalia has for the last two years been published by the 
Israel Medical Association. Its purpose remains unchanged. 
The annual subscription rate for abroad is £2 or $6, from 
P.O.B. 6143, Haifa. 


Neuropharmacology Research Group.—The Medical 
Research Council are to establish a Neuropharmacology 
Research Group in the Department of Experimental 
Psychiatry, Birmingham University, to investigate the effects 
of drugs on the electrical activity of the brain. It will be 
under the honorary direction of Dr. P. B. BRADLEY, senior 
lecturer in physiology and acting head of the department. 


London University.—The title of professor of physiology 
in the university has been conferred on Dr. J. A. B. GRAY 
in respect of his post at University College. 


University of Aberdeen—Dr. G. B. Scorr has been 
appointed to a terminable lectureship in the Department 
of Pathology. 


Glasgow University—Dr. D. M. FLEMING, a_ principal 
medical officer in the Department of Health for Scotland, 
has been appointed Reader in Administrative Medicine. He 
is also to be appointed as Dean of the Faculty in succession 
to the late Professor G. M. WISHART. 


North of England Obstetrical and Gynaecological 
Society.—The following were elected officers for 1959 at 
the society’s annual meeting in Manchester on January 16. 

President, Mr. H. Agar; vice-presidents, Mr. D. W. Currie 
(Leeds), Mr. S. B. Herd (Liverpool), Dr. E. A. Gerrard 
(Manchester), Mr. T. G. Robinson (Newcastle), and Miss D. C. 
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Bates (Sheffield); hon. treasurer, Mr. T. B. FitzGerald; hon. 
general secretary, Mr. J. B. Farquhar; and hon. reporting 
secretary, Miss U. M. Lister. 


Florence Nightingale Picture——A watercolour of the 
burial ground at Scutari, drawn for Miss Nightingale by 
Edward Lear, was bought last week at Sotheby’s for £25 
by Sir ALEXANDER DRUMMOND, D.G.M.S. It will hang in 
the R.A.M.C. Officers’ Mess at Millbank. 


Commonwealth Relations Office —Sir GEORGE MCROBERT 
has been appointed Medical Adviser in succession to the 
late Sir BENNETT HANCE. 


Central Midwives Board.—From May 19, the Board’s new 
address will be 39, Harrington Gardens, London, S.W.7. 
Telephone: FRE 4801-3. 


COMING EVENTS 


Institute of Dermatology.—Semi-permanent exhibition, 
February 2-25, on “ Keratoses and Bullous Lesions affecting 
Oral Mucosa.” 

Medical Art Society.—Seventeenth annual exhibition at 
Walker’s Galleries, 118, New Bond Street, London, W.1, 
February 5-25, 10 a.m.—5 p.m. weekdays, Saturdays 10 a.m.- 
1 p.m. 

Mare Daniels Lecture.—Dr. P. J. KERLEY will lecture on 
“Mass Radiography in the Prevention of Disease. A 
Survey of 400.000 Boys aged 18,” at 5 p.m., on February 19, 
at the Royal College of Physicians of London. 


Course in Genetics.—March 2-6, at the Institute of Basic 
Medical Sciences, Royal College of Surgeons, Lincoln’s Inn 
Fields, London, W.C.2. Details from the Secretary of the 
Institute. 

Faculty of Radiologists.—Postgraduate week-end course 
in diagnostic radiology and radiotherapy, March 21 and 22, 
at the Royal College of Surgeons. Details from the 
Secretary, Faculty of Radiologists, 47, Lincoln’s Inn Fields, 
London, W.C.2. 

C.M.F./M.E.F. Physicians.—The reunion dinner will take 
place at the Rembrandt Rooms, London, S.W.7, on 
March 21. Details from Dr. A. WiLLcox, 59, Harley Street, 
London, W.1. 


SOCIETIES AND LECTURES 


A fee is charged or a ticket is required for attending lectures marked @. 
Application should be made first to the institution concerned. 


Monday, February 9 

Guy's Hospitat.—5.15 p.m., 
Bishop and Dr. I. Somerville 

PostTGRADUATE MEDICAL SCHOOL OF 


Endocrine demonstration by Dr. P. M. F. 


Hirsutism. 
LONDON.—4 p.m., 


Guest lecture by 


Professor M. L. Rosenheim: Unilateral Renal Disease and Hypertension. 
University COLLEGE LONDON DEPARTMENT OF BIOCHEMISTRY.—At 
Physiology Theatre, Gower Street, W.C., 5 p.m., public lecture by 
Professor A. Haddow, F.R.S.: Chemistry and Biology of Cancer— 


(1) History—Experimmental Carcinogenesis. 


Tuesday, February 10 

ASSOCIATION OF ANAESTHETISTS OF EpinsuRGH.—At Surgeons’ Hall, 
Nicolson Street, 7.45 p.m., Dr. I. W. B. Grant: Value of the Respiratory 
Function Test in Assessing a Patient for Surgical Operation. 

BIRMINGHAM MEDICAL INSTITUTE: SECTION OF PsyYCHIATRY.—8 p.m., Dr 
D. T. Maclay: Beys who Commit Sexual! Offences 

BRITISH POSTGRADUATE MEDICAL FEDERATION.—At 
Hygiene and Tropical Medicine, 5.30 p.m., Dr. 
Biochemical Studies in Hepatic Coma 

CoLLeGe OF GENERAL PRACTITIONERS: NORTHERN HOMe COUNTIES FACULTY. 
-At Seymour Room, Kings Head Hotel, Harrow-on-the-Hill, 8.30 p.m., 
Mr. P. D. Campbell Jackson: Domiciliary Obstetric Emergencies 

INSTITUTE OF DERMATOLOGY.—5.30 p.m., Dr. P. D. Samman: Diseases of 
the Nails (ID 

MANCHESTER MepicaL ‘Society: SECTION OF SuRGERY.—At Clinical Sciences 
Building, York Place, 7.30 for 8 p.m., “* A Urological Evening.” Papers 
by Mr. A. Ashworth, Mr. Thomas Moore, and Mr. D. S. Poole-Wilson. 

Roya. Army Mepticat Coutece.—S p.m., Brigadier F. A. R. Stammers: 
Some Delayed Complications of Partial Gastrectomy. 

Roya COLLEGE OF SURGEONS OF ENGLAND.—3.45 p.m., Imperial Cancer 
Research Fund Lecture by Dr. F. C. Chesterman: Hetero-transplantation 
of Human Tumours and Tissues 

St. Mary's HospitaL MEDICAL 
Theatre, 5 p.m., Dr. Erica 
Gynaecology 


Wednesday, February 11 

BeLMont H>spiTat CLINICAL 
Existential Psychiatry. Discussion 
BrRiTisH POSTGRADUATE MEDICAL 
Hygiene and Tropical Medicine, 5.30 p.m., Dr 
of Calcified Tissues. 


London School of 
J. M. Walshe: 


Wright-Fleming Institute 
Vaginal Cytology in 


SCHOOL.—At 
Wachtel: Use of 


Soctety.—8.30 p.m., Dr. E. B. Strauss: 
to be opened by Dr. R. D. Laing. 

Feperation.—At London School of 
H. A. Sissons: Structure 


INSTITUTE OF DERMATOLOGY.—5.30 p.m., Dr. I. B. Sneddon: Cytodiagnosis 
in Dermatology. 

INSTITUTE OF DISEASES OF THE CHEST.—S p.m., Mr. O. S. Tubbs: Surgical 
Treatment of Mitral Valve Disease. 

INSTITUTE OF UroLtocy.—4.30 for 5 p.m., Mr. J. D. Fergusson: Cystic 
Diseases of the Kidney 

MANCHESTER MEDICAL SOCIETY: SECTION OF PaATHOLOGY.—At Large Anatomy 
Theatre, Manchester University, 4.30 for 5 p.m., Presidential Address by 
Dr. C. H. Adderley: Clinical Pathology—A Survey. 

POSTGRADUATE MEDICAL SCHOOL OF LONDON.—2 p.m., Guest lecture by Dr. 
I. Friedmann: Aural, Nasal, and Vocal Cord Polypi. 

ROYAL FACULTY OF PHYSICIANS AND SURGEONS OF GLASGOW.—5 p.m., 
Walker Lecture by Professor P. Valdoni (Rome): Treatment of Portal 
Hypertension. 

Royat Society OF TROPICAL MEDICINE AND HYGIENE: EDINBURGH BRANCH. 
—At West Medical Theatre, Edinburgh Royal Infirmary, 5 p.m., Dr. 
A. R. Mills: Medical Problems of the New Hebrides. 


Thursday, February 12 

ALFRED ADLER MepicaL Soctety.—At Royal Society of Medicine, 8.15 p.m., 
Dr. E. Weissmann: Dynamics and Structure of Personality. 

BRITISH POSTGRADUATE MEDICAL FEDERATION.—At London School of 
Hygiene and Tropical Medicine, 5.30 p.m., Dr. Pau! Fatt, Ph.D.: Synaptic 
Excitation and Inhibition in the Central Nervous System. 

@Hvnrerian Soctety.—At Savoy Hotel, Strand, W.C., 7 for 7.30 p.m., 
Annual Dinner. 

INSTITUTE OF DeERMATOLOGY.—5.30 p.m., Dr. H. Haber: Bullous Eruptions. 

LrverPooL MevicaL INSTITUTION.—8 p.m., Mr. Rowland Osborne, Dr. W. 
Burston, and Dr. Rodney Green: Modern Aspects of the Treatment of 
Cleft Lip and Palate. 

LONDON UNIVERSITY.—At Wye College, Withersdane Hall, 

Protessor J. McMichael: Prolongation of Life. 

@New Heattu Society.—At Board Room, Y.W.C.A. Central Club, Great 
Russell Street, London, W.C., 3 p.m., Dr. T. P. Rees: Changing Pattern 
in the Care and Treatment of the Mentally Ill. 

Royat Society.—At Burlington House, W., 4.30 p.m., Professor A. 
Haddow, F.R.S.: History and Work of the Chester Beatty Research 
Institute (of The Institute of Cancer Research: Roya! Cancer Hospital). 

St. ANpDREws UNiversiry.—At Physiology Department Lecture Theatre, 
5 p.m., Dr. P. B. Beeson (Yale University, U.S.A.): Pathogenesis of 
Pyelonephritis. 

St. Georce’s Hospitat Mepicat ScnHoor.—5 p.m., Dr. J. 
Paterson: Neurology. 

WESTMINSTER Hospitat Mepicat ScHooL.—S.30 p.m., clinico-pathological 
conference: Carctid Artery Syndrome. 


Friday, February 13 

@INsTITUTE OF DeRMATOLOGY.—5S.30 p.m., clinical demonstration by Dr. 

R. B. MacKenna. 

INSTITUTE OF DISEASES OF THE CHEST.—5 p.m., Dr. N. C. Oswald: clinical 
demonstration. 

INSTITUTE OF LARYNGOLOGY AND OTOLOGY.—5.30 p.m., clinical lecture by 
Mr. J. W. Cope: Diaenostic Problems Involved in Vertigo. 

KEIGHLEY AND District Mepicat Societry.—At Victoria Hospital, Keighley, 
8.30 p.m., Professor G. R. Hargreaves: Psychiatry and the Family Doctor. 

MIDLAND CENTRE FOR NeFurOsuRGeRY, Holly Lane, Smethwick, Nr. 
Birmingham.—8 p.m., Professor N. M. Dott: Surgical Disorders of the 
Pituitary Region. 

PLYMOUTH MepicaL Soctety.—At Freedom Fields, 8.30 p.m., Professor 
R. A. Willis: Experiments on Tissue Transplantation. 

POSTGRADUATE MepicaL ScHOOL OF LONDON.—{1) 10 a.m., Guest lecture 
by Mr. F. P. Raper: Pelvi-ureteric Obstruction. (2) 4 p.m., Guest lecture 
by Professor H. N. Robson (Australia): Myeloproliferative Syndromes: 
Variants of Leukaemia. 

Royat COLLEGE OF SURGEONS OF EDINBURGH.—3.30 p.m., Mr. A. I. S 
Macpherson: Late Results of Splenectomy. 


Saturday, February 14 

BIOCHEMICAL Society.—At Beveridge Hall, Senate House, University of 
London, W.C., 10.30 a.m., Symposium: Biosynthesis and Secretion of 
Adrenocortical Steroids. 

SOUTH-EAST METROPOLITAN REGIONAL TUBERCULOSIS SocreTy.—At Nurses’ 
Lecture Room, St. Giles’ Hospital, Camberwell, S.E., 10.30 for 11 a.m., 
papers by Dr. L. Bidstrup, Mr. H. Siddons, Dr. J. Penman, and Dr. 
D. Garrow. 


8.15 p.m., 


Hamilton 





BIRTHS, MARRIAGES, AND DEATHS 


BIRTHS 


Milne.—On January 26, 1959, at the North Hertfordshire Hospital, Hitchin, 
to Janet Dorothy (formerly Davidson). M.B., and Ronald D. 
Milne, B.Sc. DC.Ae., a daughter—Alisoun Janice. 

Morrell.—On January 30, 1959, at Middlesbrough Maternity Hospital, to 
Inez (formerly McDonald), wife of Dr. John A. L. Morrell, twins 
a son and daughter. 

Match.—On January 23, 1959, at Perth Royal Infirmary, to Diana, wife 
of Dr. A. J. Mutch, 38, Viewlands Terrace, Perth, a daughter. 


DEATHS 


Bell.—On January 27, 1959, Kathleen Mary Weldon Bell (formerly Watts), 
M.B.. B.S., of Welburn Cottage, Ovington-on-Tyne, Northumberland. 
Bell.—On I!anuary 30, 1959, Douglas George Patrick Bell, D.S.C., M.D., 

of Welburn Cottage, Ovington-on-Tyne, Northumberland. 
Burke-Kennedy.—On January 13, 1959, Morgan Joseph Burke-Kennedy, 
L.A.H., of ‘“* Whinburn,” Thorpe Lane, Guiseley, Yorks, late of 
Middlesbrough, Yorks. 
Carshbere.—On January 18, 1959, Alfred Ernest Carsberg. M.D., of 5, 
Staunton House, Exeter Park Road, Bournemouth, Hants 
Coates.—On January 18, 1959, at his home, 330, Drummond Road, 
Skeeness, Lincs, Richard Coates, M.R.C.S., L.R.C.P., late of Great 
Barford, Beds, and Edenbridge, Kent, aged 88. 
Pugh-Jones.—On Januarv 17, 1959, in hospital. Elwyn 
L.MS.S.A., of 1, Montrose Avenue, Whitton, Middlesex. 
Struthers.—On October 22, 1958. at Rhyl, Flints, John Anderson Struthers, 
M.B., Ch.B., formerly of Liverpool 
Thomas.—On January 18, 1959. at 
Wilfred Seymour Thomas, M.R.C.S.. L.R.C.P. 
Townsend.—On January 17, 1959, Reginald Stephen Townsend, M.C.,, 
M.D., M.R.C.O.G., Colonel, I.M.S. (retired), aged 76. 


Pugh-Jones, 


** Moorside,” Sedbergh, Yorks, 
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Any Questions ? 





We publish below a selection of those questions and 
answers which seem of general interest. It is regretted 
that it is not possible to supply answers to all questions 
submitted. 


Change of Sex 


Q.—What is the aetiology, and what are the salient 
diagnostic features, of change of sex ? 


A.—Change of sex is known to occur in some animal 
species, but, so far as the human is concerned, only apparent 
or simulated changes of sex are encountered. The basis 
for spontaneous apparent change of sex is misdiagnosis of 
sex in an intersexualized individual. In most cases this 
has been from “female” to male. There is, for example, 
the well-known case described by Ambroise Paré of the 
“girl” of 14, Germaine Marie, who leapt over a stream 
while chasing her pigs and, to her horror, saw “male 
genitals.” This, in fact, was the spontaneous descent of 
cryptorchid testes in a male pseudohermaphrodite with a 
bifid scrotum and hypospadiac penis. Another familiar 
situation is that of the male pseudohermaphrodite, mis- 
diagnosed at birth and brought up as a girl, whose voice 
deepens at puberty and who appears to become a boy. 

The development of virilization in a female, due to adrenal 
hyperplasia or tumour, or to a virilizing ovarian tumour, 
has sometimes been looked upon as a change from female 
to male sex, but it is clearly nothing of the kind. Nor is 
the development of gynaecomastia in a male, due to 
“ feminizing” adrenal tumour or to other unknown causes, 
a change of sex. Many of the cases which have received 
publicity in recent years have been transvestists, either male 
or female, whose deviation has been one of psychological 
sex and who have enlisted medical aid to transform their 
apparent bodily sex. By means of mutilating operations, 
combined with sex hormone administration, the illusion that 
their bodies conform to their preferred sexual role has been 
furthered—not always, it may be said, with satisfactory 
results, Here again, no true change of sex is involved. 


Permanent Freckles 


Q.—A woman aged 54, always subject to freckles, is 
developing pigmented patches on the face and back of the 
hands. Unlike freckles, these do not fade in the winter. 
Is there any treatment that can be given? 

A.—Permanent freckles appearing with advancing age 
may be removed by peeling the skin with carbon dioxide 
snow or lactic acid. The pigmentation will sometimes 
disappear after the application of monobenzylether or 
hydroquinone 5% in an ointment base. 


Pregnancy After Ectopic Pregnancy 


Q.—How long should a woman wait before a further 
pregnancy after having had an ectopic pregnancy and one 
tube and ovary removed? What complications should be 
envisaged ? 

A.—If the patient is anxious to become pregnant again, 
she should be encouraged to do so as soon as she has had 
two normal periods after the operation. If she does not 
conceive in the following six months, a salpingogram would 
be advisable to establish whether the remaining tube is 
patent ; the procedure also seems to have some small thera- 
peutic effect. The chances of further conception after an 
ectopic pregnancy treated by salpingo-oophorectomy are 
better than if the tube alone has been removed, being at 
least 50% in all, and better in women under than over 30 
vears of age. The complication to be feared and carefully 
watched for is another ectopic gestation, for it occurs in 
about 15 of cases." 

REFERENCE 
1 Bender, S., J. Obstet. Gynaec. Brit. Emp., 1956, 63, 400. 





Blood Transfusion for Scoline Apnoea 


Q.—What is the technique of blood transfusion in the 
treatment of “ scoline”’ apnoea? 


A.—Blood transfusion as the treatment for scoline 
(suxamethonium) apnoea was recommended by Lehmann’ 
from theoretical considerations. The red cells contain 
true cholinesterase capable of binding scoline, and the 
pseudocholinesterase of the plasma both binds and destroys 
the compound. The two enzymes are fairly stable, the latter 
more than the former, and there should be no great 
disadvantage in using stored blood, though fresh blood 
would obviously be preferable. Cowan? found fresh blood 
effective and was less successful with stored blood. There 
is no reason to suppose that blood given from vein to vein 
should be very much more suitable than fresh citrated 
blood. There have been very few reports of treatment 
of scoline apnoea with blood transfusion. Administration 
of plasma or of concentrated plasma pseudocholinesterase 
is known to prevent scoline apnoea in patients with low 
pseudocholinesterase levels. Whether it can reverse an 
apnoea once it has started is less certain.** This answer 
restricts itself to the question and does not deal with the 
treatment as a whole of scoline apnoea. 


REFERENCES 


Lehmann, H., Lancet, 1952, 2, 199. 

Cowan, K. A., Anaesthesia, 1954, 9, 23. 

Borders, R. W., Stephen, C. R., Nowill, W. K., and Martin, R. 
Anesthesiology, 1955, 16, 401. , 

Lehmann, H., and Simmons, P. H., Lancet, 1958, 2, 981. 


Pasteurized Milk 


Q.—Is there any bacteriological reason for buying the 
more expensive grades of milk—e.g., T.T., or pasteurized 
T.T.—rather than ordinary pasteurized milk, assuming that 
the plant is in good order? 


A.—There is no good bacteriological reason for buying 
grades of milk other than ordinary pasteurized milk. It is 
true that when unpasteurized T.T. milk is drunk the risk of 
tuberculosis is almost wiped out, but many other infections 
are transmitted by milk, and pasteurization is the most 
efficient method of making milk bacteriologically safe. 


Contact Lenses for Myopia 
Q.—Do contact or corneal lenses give a myopic a full 
field of vision ? 
A.—Either full-size contact lenses or corneal lenses give a 
full field of vision in myopia of whatever degree. 
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